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ccn-uqates. Exanj le ccrrifds. include a Gd (III) chelate of 

HFrii-amincf-henyl'JTPA conjugate compd. with a r hec. p horl: ide denv., 1^ or a 
Gd.'l"i chelate o:t the pu rpurin - ... B - imide analog II, anting ethers. Wnen 
the" radioactive ^ emeut can form cations, the compd. i:-. usually a chelate 
with the rorphyrrn or ch.l:rm structure. VJlier. the element form; anions, 
-1 r- r nipa. is usually a direct chem. ooinoinat : on of th- riadioaot. i-e 
.:, n p lit r'c the porphyrin or chloiiri structure. The invention furtner 
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y-r.yjz'- as is assocoi. with the uet term of aae- related maoi^ac 
,i-,j^e'raucn. The-- it^entior. further msludes methods :>i making the 

:;,;.mpds. Idrm o, . tor MF.I o.ntrust imaoinj oi the invention are asuaJly 
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AB The goal ■: t this study was to develop a stniteay for the selective 
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ooriauaates slowed, in comraris:n to n on- sj.. ec 1 f 1 c rabbit 1 g 0 :::njugates, 
select ivitv f:r antigen-} : s . target, ceils. Illumination with :nly J 
cm-2 of 600 nm 1 1 ght " re du oe d the no. or oolony forming oelis r: y rnor- than 
? . for the oationic 17. 1 A conjugate and by 73- for the anionic 17 . 1A 
ooomuirate after mcubitinn with L . mu . II oe-, equivalent of the resr. . 
oon juirates . By contrast, 1 . mu . M free :o- : gave only a 3b- rein, in 
oolonies. These data surraest ph ot-immuh 0 :■ ->n j uga tes may have applications 
in photoMmmunotherapy wbh-re destruotion or o:lorectal oancer sells os 
r*j gui red . 

y/y A2dvE : - -i O ? .1 ;APLlh? to?Y?IAA:T 0 0 0 0 Alt' 

V:.uc: o-uiov-ht do . 1 .0;: . .1 1 o ^ C o h t . . gat . ■ ■ for dif loo»oi:iiti;oi of diseased 

;! . j ro-a:chy 'ossro .' Hanro loerg; Waaler, Ahdr-a;:;; Sohrenk, 

;:-:f rent: Lcnen Recite, (Germany:. Ger . Ooih-i. dH io^Uoll 0^1 a . 2 ; , i 

:. ; p . German . 7 jbKU : G'..a.\Ba. • d - -a': -'h i o - J l " < - ■■ - 1 - 

AB birina ^urjical removal of diseased tissue, trie diseased tissue i .l 

di.f ferentiated from healthy tissue by use of a conjugate of a fluorescent 
compd. and .gtoreq.l carrier win oh become,, coned, in a specific tissue 

a tumor;. The carrier is e.g. a protein or polyether which is not 
reoognioed as foreign by the patient's body, and is coaplooi to the 
fluoroohore bv an ester, amide, or ami linkage. Suitable carriers 
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loqH--i<,76- Document No. 101:14.514 Adenovi i us e 5 synergise with nuclear 

localization ,ignal, to enhance nuclear delivery and p hot odynarni c action 

internal: zarle omuaa^es ccntaimnq chlcro.n e6. Akhlyniha, Tana r a V. ; 
Jan., David A.; Stafsyuk, Natalia V.; Balash,va, Inua Y . ; Toth, Gabor; 
Kiv.-, Iroe; Resenkr-mz, Audrey A.; Narodiv 3 ey, Bens 2.; Oobclev, 
A ;e:';a::der 3. Dep«r • i.ient. -£ Bi ophy s: cs , 3.,o]:gical Faculty, Mosccw State 
V] , ,. e t-^ rt v-/, ll ;: v: c < Ru.,sia . international Jcurnal o : Cancer, 
tl K)T :; 34-"4 , (Encjlish. l^ ( v COHEN: OJCMAW. ISSN: 002 0-71 >6. 
Puklisher : VJi 1 ey - Lo s , Ino.. 

AB I- r-n,en:ut::,i5, in: is. that podu,:e aovv oxygen species ut :,n a:t:.vation 
I- .:.it> liuht, a:*.- current! v Doing u.;;e,; m p hotodynarni c therapy ;PDT) 
t - * r ^at canrv-r and ether condrtiins, where limitations include normal 
c^li .vrici tissue dan,,ie and ass.cd. side effects, and the tact that 
r ._., ti - iV , r e t f^ctc ar- lar.jelv iesf noted to r] Lt: , plasma and other 
/l^rl '^ral neiuhranes. in'thiv study, we use:i 1 nsulm- oontg . oenvugates to 
v;hi ,. r V : irian -, D f; to-.., simuan-vi rus-SV4:) large- tumor antigen ->aq. nuclear 
■ .-■-'al : cation signal NLS) were linked m : rder to target the 
ji-or,- ,, IlS i::z-u ohl-oriri en to -he nucleus. NLOs were included either as 

r L 3:!U pled coulentlv ' ~> one o,r.ioe: R-v/me serum albumi n, : r within 

ihoooding^eguence :f . r. eta . - Oalact : sidase Lusion proteins. The most 
p-t-nt rliotosensitizmg c,:io.;::ate was the NLS-contg. T--ag 

V--..-;Mlact.,si:la^ fusi.n protein : PM ) - f chiorin eO -msuRu, exhibiting 
a: . FOcO'more than 0-fold lower ti,n the value for tree chiorin eo, and 
n-r^ t-han It - told lower Mian that of an NLO-de f icient . beta . -galactosidase- 
! ,p., rin ^, -insulin construct, thus demonstrating that NLSs can increase 
:.he^ojt03ens:tizin activity ot chiorin .-6. Attenuated adenoviruses were 
u--e:i tc increase the nuclear delivery ot conjugates through it:s 
erdosorial^menu..rane- :iis:upting activity. In the case : f the NOS-contg. 
p;:V.-::nugate, c o-m _:ui at u on with adenovirus increased the proportion of 
cc-lis whose nuclear on: tc sensitizing activity was higher than that in the 
cytoplasm bv J, . 5- fold. This ..se of aden: viruses in conjunction with 
phot:sensitlzers has clear implications for achieving efficient 
cell- type-spe oif ic PDT . 
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1999: -O.y 14 -9 Document No. 132:14853:.? In vivo fluorescence imaging of tne 

transport of charged chiorin e6 conjugate:: in a rat •: rthotcpic prostate 
1-umour. Hamblm, II. R. ; Ran a dhyaksha , M. ; Momma, T.; .3 cukes?, N. 3.; 
;:.c;. Vw (W^llman Laboratories of ?h ot ome do c l ne , WED 224 , Harvard Medical 

Son.-d, Massaohusett., General Hosp-itul, Boston, MA, 00114, USA). British 
tourhal of Cancer, 3 . .( I i , 2 o 1-0 63 ; Engli.su; 1999. 0*1) EN: 00CAAI . ISSN: 
vOOV- 0920 . Publisher : Ohurchi 1.1 LLving:-. tone . 

AB Polymeric drai coni urates are used rn :.tncer therapy and, varying their 
in -1 . :•. : s- and charje, will affoot their in vivo transport and 

raot.s.tion in t i:n >r: . Partitioning between tumor vasculature and tumor 
vVss 1- will is: cl oi;t.. vou: s ... gni t i can :e :._n foe oas-: of pnet oseusit iter 

rj.^-s ;s-s:l 1:1' :uo* ':n:ai : therapy, when? this : a r v._ 1 1 on 1 ng can lead 
■. :"d: :::erent he 1 au e it ... ::: effects. s c 1 y 1 - v : v o .e 20 : ::. • ocn;;uiat--s 

ierwed from pollers of av. 2R: 5,'o0 and 2o )20 we r e prepd. bets 1:1 a 
:Vl 1. on... :: stat-r and oy p 0 ±. y-s ac 0 i.ny 1 at icn m s; anionic • * -O 
tduoresoence scannm ( .laser miorosoope was used to follow the 
pharmacokinetics of th^se conjugates in vivo m an ortnotopio rat prostate 
cancer model obtained with MathyLu cells. Fluorescence was excited with 
the 4M- 52S n:n gr ouo cf lines ot an arg ;n laser and , 31 J nm long pass 
^i-^v- MS ^g t c Isolate she emission. Pesiuts shcv;ed that the coniugates 
i n itial.lv"bound\o the walls cf the vasculature, before ext ravasat mg into 



with 



difference? in aggregation state between conjugates. 
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1 9 99: 4 3 :i300 Document No. 131:2'A033 .A: : mo o f : •;; ty between free and 
:: - 2 - hy dr oxypr opyl ') met ha :: ryl ami de c :p o Lyme r b o md .i dr i amy cm and 
r - • .-• cnl ; r i n ec m :>n ce thy len-.: diamine induced pn " to dynamic therapy in human 
epithelial ovarian carcinoma in vitr: . La, Ji n .: Ming; Peterson, 3. 
Matthew; GumShmh, Jane; Ai, Dhong-VAei; Peters ~r., 3. Anthony; straight, 
Richard 3.; Fopecek, Jiridrouh ■Doosion o: Ref r: active En dcorm o 1 o gy and 
I nf ere : 1: :v, Department d f obs t;e :. r :. c.-: and 3yne:i 1 :• gy, University of Utah 
SomA He li:i:ie, Salt La he CMty, VT, -4Li2, USA). Inte ma ti m.;M 
hun:a; :f Pncilogy, 15 L ) , : - 1 6 English; 1^9. 3 9DEN : I -JONES. ISSN: 
; 64 Publisher: I n t o i nat i oral J-uitmI :f -oncology. 

AB The purpose of this study Was to dm. : he inter,-, it ion between free 

unbound and M- ( 2- hydr oxyp> : :. py 1 ) r,o tna c:y lumi ;ie iHPMA) copolymer tuund 
,t hnirny ::::: and rues o- cnl or l j i ~o :n: n oet ny loo diap.me (Mceo induced 
: hot ::dyn.i:r.i r therapy in : :ou u n a 1 1 ■; n in their cytotoxic a :tiviti-s against 
human ovarian epithelial tit .iriDiiV; ( 073AK- I : m viw The effect.:; of 

each agent (tree drugs and HE MA copolymer hound alone and in cimbmation 
were: measured a imul tune : us 1 y utilizing twi measures : f cell via) ility: a) 
m: t :oht ndrial reg;:iroi:n via the _•'■-( 4 , V d met" hy 1 tn ta z ol -. -yl)-2,5 
dif:uenyl tetrazclium bromide rein. (MTT : assay; and ;o thymidine 
me: rp:._oatich via the tritiated tuymidiro me: rp •: ration (TP) assay. These 
were performed at 72 and 1-D4 h after drug oxp : s u r e . Eorty-eight hours 
trorn tmo zero (..-1 h after drug iddrm, the cells treated with lice- .tree 
and HP MA :cpoh.nier bound- and controls worn exposed to 6 c >n nm light (13 
mm ,-it l r - mW/Aml, 11.7 ,3 cm2 \ . The calcd. KDoO values by the MYT 72 h 
assay f :o adrramycin (A) and Mceoo .ight i r : were 1.5 .mu.c/mh and ..." ) 9 
rwi/mb, reap. Adriamycin demonstrated progressive cellular toxicity ever 
time in both assays. MoeA' light demonstrated lrntoal damage at 72 h by 
MPT ana TI which recovered by 144 h. Ad ri amy sin and Mceo/ light acted 
cooperatively to increase the percentage:: cf ceils inhibited. In 
combination, 1M . j . +- . 1 . : MTT redn. activity was obsd. by free adriamycin 
and Mcl-A light, compared to the exp-ected JV. — .5 - (p.-oMOOOi) based m 
a d ditivi ty . Twice the EDO U : f idr i amy cm : 27o 3 . rnu . g/mL = or Mceo/ light 
■o;=4Ib ng/rrdw resulted i.n only 42.+-. 3. -A and A9 2 o" 1 - activity, 

loth pA'AAJCo vs. ccmlmuti in! . V/heri IToe3/li ght at 13x EDS:) (IOC) 
was combined v/ith Ix EDA" 1 c.t adriamycin ■ AA- , or the reciprocal 
.? oml 'i na t o : n , addial . •:. o op e rat ml t y was demc. ns t; r a t ed . Compared t c free 
■druas, }> cth H?MA ccpolym-r hound adriamycin [ I - A < ,ind KPM/A cc polymer bound 
hoeo/light (P-C; required a .()-fcld irit:a.u,e m drug concio to shew 
epuio'aiency with tree drugs [h :: r c' i . LOs^ response curves demonstrated a 
reduced s lepe ccr:parod to free drugs m th^ s ine dose ranges . When P-A 
was added ' 1-lOx tree adriamycin ED50 to an ettective concn. of P-C 
■.o.iP-C: eguiv. to lex free PP:et EDA3) an improved .cng-term inhibition of 
'P'/'AAP'-S cell multa pi icati m was noted in both the PITT and TP 144 h assays. 
: o: A ... x f r ,-e M:e( ED 5 ! added to. an effective r: ncn. -f P-A 10?-A: 
■ joo. *: .I'iv tree a : i i amycir. EP-5 :i did rot appt ir to s can i f i cant 1 y 
:mp:ove o-o: ehooy pro: . A • of F--A. A ami C in vttrc appear to act 

nuru.n oooooi epit ht .. ai -a rein err a ::e. ... A. lit 'A-3'.eK-o. HPMA 

«-i::-\:th ot 'jVCAR-3 in mtr . HPI Ln .oop : lymer-adri imycin added to HPI'IA 
'- ■ ] c lyme: -Plcer improved the efficacy of HPMA c op ■) 1 yme r-Mce 6 . 

L2 AMSVjEP 8 3 3 1! CAPPUS COPYRIGHT 2 00:-: ACT- 

i °- c - : :■■ 'A3027 Doo:ur ent No. 1 3 -"A 1 0 3 7 1 1 Phctc.oy1ot.oxic aOon of 

EGF-FYA-.tn : IVjchlcr in ec and EGF-dextranAOi AV ; oiiPoin eo internal i zabie 



COPER: 17 ORES. I703R: 1019-64 39. Publisher: International Journal of 
Oncol :»gy . 

AE :'er:ai:i t .im: r cells, such a- squarnou, carcinoma cells, express an 

increased n : . of epidermal iroo;th ta.:tor (EGF) receptors. The goal of 
this study v,as the targeted delivery o! Sn ( IV) chlorin e6 (on:eo) t :■ tumors 
that v./e rexp cess the EGF receptor. Tn-refore EGF was conjugated to the 
;:iict sensitizer through a carrier, such as dextrari (De>m and polyvinyl 
;i : c . > PYA . These .: :rtj u g ;it-..-;. were then ::mp irei o a conjugate of the 
;:h:t .sensitizer to oiextran or ?YA al":v-. Tne ElF-Dex-JnCe<j conjugates 
round specifically *o tne EGF recept::u. of tne human squamous carcinoma 

Juie AT:ll in entrust to EGF - PVA- Jn tec . However, EGF-- PVA ■- J nee J 
exhibited a higher f . h o t ocyto t ox i c i ty iGOoO, -.8 . ::iu . M ) than S GF - bex- JnCe6 
(i.MS 1 -, -lb .mu.PR and JnJeJ • JJ r ') , ■■ .mu.PR. P7 r A- GnCeG had a c imi 1 a: 
r. h:t : cytotoxicity i CC o J , :i . r .mu.M) to EGF- ?YA- 3n0e 6 , 1 ndi eating that PVA, 
mere than EGF, pi vys a determinant. in the up rake of the conjugates by 

A -HI cells. Tog-thor witn the improved arfinrty of EGF-Dex-3uCe»: ever 
EGF- PYA SiiCeo tor the E3F receptor, the firmer displayed a small increased 
phot _ cytot oxr city coer Dex-- JioGe , ret 1-c ting a limited EGF receptor: 
meoi.L.t ed apt:. ike -rfoct. It was concluded that oh- photodynamic activity 
:f tne KGF-c on;iuaat- turns out to be strongly dependent on the carrier 
used. 

L2 AJI3WEF". 3 OF 15 CAP0U7 GtPTRIGHT 2 ' J = ■ AG J 

1997 : ^lOol'E Document U : . _R/:304 oj8 Ph:t:dynamio therapy using nuclear 

hormone receptors t -■ target ph ot os ens 1 1. 1 ce r s . Hchr, Gcovt C; Ray, Rahul 
trustees of Bost.cn University, l-JA; Mohr, Scott C . ; Kay, Rahul). PGT 
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thyroxine, retinoids, and members of vitarrdn D family; . These receptors 
are expressed only in speed :ic cell tyr es - and by then: expression they 
confer hormone sensitivity :.n these cells. The invention provides 
h ormc ne/ chrcm: p'hc re conjugates which, have reascnatie binding affinity 
towards the h:rmono re-ceptc l protein and rnetheds cf adminis tero ng them to 
patients : is cpecitic p hot o sens l ti zinq agents which can direct J ethal 
damage towards recep t o r-p-os . cell lines upon irradn. with visible light. 
These hormcn- ■ chrome^ : hore conjugates Lnjund to nuclear hormone receptors 
, re us^d ■.. ■ selective mo.! . delivery systems for 1 phot: odynani c t:herapy . 
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I ; - 2 - Hydroxy: .i opyi , ruethacryl.am...de Got o .. yme r -- Me s c : - 5 _h 1 c> i n eo- Oorrugat^s, 

Departments. =of Pharmaceutics and Pharmaceutical Chemo s t r y/ CGCD and cf 
bioer. cjineerii.a, University of Utah, Salt Lake City, UT, 84.110, USA) . 
Journal or Physical Chemistry B, 101 3h), 6803-6809 (English) 19^7. 
CODER: JPCBFK. ISSN: 1089-5647. Futlcsher: American Chemical 5 
AP Tne roln. properties ct R— 2 - hyd r oxyr ropy 1 ; met hacrylani.de OiPMAi 

cop olyrners ccntg. various nos . of rr.ej o-chl or in ec rnonoethylenediamuu 



the vancus derive, were also examd . Reactions were measured m aq. 
.rdiurn pi osphate buffer (SPb; and EtOH. The dynamic liaht scattering data 
indicate that the intermol. aggregation •: f Mcec species within the HPMA 
rrpo'vmer comitates is net napcrtam at the ccn]ugate oencn. measured .5 

rimes l = -4 g 'mid . However, iro:rarcel. aggregaticn ot the hydrophobic 
M^c rncioties" does occur and was stuaied using alscrpticr. and f uo r es :ence 
^—hnirrue- . ?}>- deqree :C mtramcl. aggregaticn was deceased ly the 
^■Hn. ,: f detergents 'rr StOH to the :-H'B s :,lns . The catiomc detergent, 
r T *B, ='trcnclv' f .-nhan./ed one r.i uo res o-oce ot the copolymer cenguoatos due 
- a ts e'O-'ier el-oOro:':aO, .: i nt em :t l tno with the ne i. c:ui:g-:l Mces 
.;>. c1 pc it also n,;niti::a:it...y o,oo,ise:l the relative juant urn yield of 0 
ur take during the ::,poly:m,r c, n i u ga t- ■ sensi 1 1 zed j no toe >:i dn . of furfuryl 
a V- Tl>> olsd. iodide oienchma of copolymer c:n;ugate : luo r es oen .:e 
-unites that hv dr c o ne 1 i o domains of aggregated Mce^ moi^tie, may exist in 
:pB ,rln-, -"f -he c::tj urates. The time- reso Ived f luo r e, cen ce decay 
measurements sn;wen that ^oi': 1::- or : he Moe^ srecies are aggregated m 

^-f ri.^o-i: ter:lvmer tuo,.^:.- wi'di the hignesf Mceb ttntent. 
There was in aggreo.titn f free Mcen nuls. m .>FE solns. at the canons, 
used. 

L 0 v;--WSF- 1. OF .P EllbASh Ce PYPIGHT 0 ••• EL.-5SVL* EF. ,:CI. £ . v. DUPLICATE 1 
Q6327 b-- EMEASE Potument M:. : L 6317 1 . Ihlor in--: 1 1 >onu :: leot i.de it;, ugates : 
n-nth-sis, properties, and red livht- induced v h ct o chemi oal 

rneuoe- specific Lid A cleavage in duplexes and triplexes. Boutonne A.S.; 
3iau.Lt D./Taka-ugi IT. ; Delaadc 0.; Helene C . . hal. o rat or r e de Eiephysique, 
IhPEPPI UjOI f CKF.S L'PA 4 f 1 , 43 F.u- Cuvi e r, V oT 3 ; Eutis Cedex 05, France. 
Tiumal of the American Chemical society K8, 40 - ^o*- J>47»5 . 1 '-^ 6 . 
I33N: :)C::2-'7 8»: • . CC-L'EM : TA13AT. Pub. Country: United States. Language: 
English. Sumrnarv Lartiua:ie: Fn:ili-h. 
AB T-.njt^ates of ol i-: T onuol e : ti dos witn cnltrm-type phot Dsensi ti ze rs were 

spared. Two chlorm mcieties, CP? c,rd CHEVP, characterized hy a modified 
pvrrole unit bear:n-f an aldehyde chain, were pho t ochemi call y prepared from 
piotonorphyrin ana heptae thyl. vinyl? err hyn ci, respectively. These chlorin 
moieties were courl^d tnriagh the carrcxyl^c acid side -chain (CPP) er 
uLdenvde sode-cnaiie ■ CHEVF ) t: One ' -acti v,*tod i hospnate of 
eLigedeoxynucleotieies . Limit: or diuydrazide v;eie used as linkers. Tne 
r e s u 1 1 r n g c o n i u a t e s we re p u r l f i e d i: y K P h C a n d c h a r a :: t e r l z e d 1: ■ y 
electrophoresis^ bY-visinle si ect ros ce j. y , and mass spectrometry. Tne 
retottsensitizin.! [. rope: ties e: the congugate of 1HEVE with the 14-mer 
cdigedeoxynucieoticie TT ITT 3TCCTTTCT were investigates using three 
ditferent taroets. A s m j 1 e - s t ran ae d io-mer containing the complementary 
sVguence ef the 14-mer fermed a deuiole uel ix with the chi :> r in- 1 4 -mer 
• .n^.gate. A 14 base-pair duplex an^ a 41-mer hairpin with 18 base pairs 
m.dVfive nucleotide loco formed triple nelLt.es v/ith the ccn;ugate. In 

cases, up -on irradiation with visible light (4d8 er 638 nm) , 
o:oeri.line-lani:_e sites at guanine tocs.itiens were produced. The reaction 
r.-Viir-d -xvoe:i and was onhimtei t: sme extent ny iedium azide. The 
:leavi.je iit^is we.:o- .joric^lat-rd w :.. t n tlv :oLtL.n :o-:i:::i in born the 
: ;: . ; ' * l r . ■ . 1 1 u o t . u i o i . It t:f> . c.-'t uaitptn, tne rest: reactive 

^.'nnines. w- • : ~ tnc.v lo::at-ed tne 1 )cp oou. c. Alt: piovooi. yieAd tor 

cCeavaie t : the In.itp.n ::tint.un w.s aOtiirnwed to oe aoo.it l.J-3, 
independent of the -eooiat.no wuvei,ugtn. A-, modest, value is Laigcdy 
compensated oy the nigh abscroticn ! tlie ch.erm in tne red, making the 
c.rnugate hiqhly etiicient even under lew light iluence. Me effect was 
found with a " n ^complementary chl or 111-eli 7 on icleotide congugate. These 
results show tent site-directed damage., to nucleic acid structures can ne 
achieved using ol 1 g cnuol eot i do -chlorin conjugates and 
red liaht 1rrad1at1.cn. 



Louis J . ; Meyer, Daman L . ; Mallett, Robert W.; Kasina, Su:ihakar; Reno, 
J-hn M. ; Axworthv, Donald B.; Dustav^an, Linda M. iNearx 3orp., USA). PCT 
Int. Appl. WO 951597J- Al 19950615, 20: pp. DESIGNATED STATED: W: DA, JF; 
RW: AT, BE, CH, DE, DK, ES, FR, DB, DR, IE, IT, LU, MD, NL, PT, 3E. 
.English). CIO EN: P;XMD2. APPL1 CAT T ID' : WD 1994-U314174 .994 1207. 
PRIORITY: US 1 a - 3- 1 2 ;A ~ 6 1^5^207. 

Methods, c::^p:l5., sarapns. and kita that relate t o pretarg-ted delivery of 
Jia i:,.-3ti: ami therapeutic agents are atisclased. Example- include e.g. in 
■dvj ,.:ial. af a radivD ,2beled che 1 .ate b ; .:-ti:i coniugate administered after 
.ir.t. :.b vdy p reta r: get in a , clearing agent evaluation, :w:>- and tnree-5tep 
t .re:..aLgetinj methodo! . , and prepn. :» I: ::ri] a::ao- . Tne methaaiol. may also 
t e ;sed to increase ph ata>seria i t. i z i n g agent 1 ocal i z a t i on . 
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: .;41;:70 Poaument Ma. 1 I ? : _ -4 ■ 2 T D P alymer ■::njac:atr= f: :>r : he simultaneous 
delivery of ne ap la .am inhibitor jc t j a/.. : able ry enzymes and light.. 
Kspeaok^ Dindiian; hriniak, Danay i bni vers 1 1 y al Utah, *J3A) . PCT Int.. 
Arpd. WO 1 931-4142 Al 19 92 0722, £^ pp. DESIGNATED STATED: RW : AT, BE, CH, 
EE, DK, ED, FR, OB, DP, IE, IT, Lb, HC , NL, PT, DE. (English}. 01 0 DEN : 
PIXRDD. APPLICATrOK: V0D lO:--DD023 1— :0121. PRIORITY: LS 1 9 93. - -A. 2 92 4 
. 9 9^0121 . 

Neoplasm inhibitors comprise a :: : p c 1 yme ri c aarrier having at tar bed thereto 
both ah anticancer drug and a ph-: t c at i vatab le drug, and/:r a raixt. of 
air :» 1 vine ric a a r r i e r s v; h ere: n o n e a c p. o 1 a -me r : a c a trier la a s a 1. 1 a c h e d .a n 
anticancer drug and the other copolymenc earner has attached a 
y hat:acti vatab le drug. The anticancer -drug is attached t: the polymeric 
■aarrier by .side abama whi-an are stable in the bleed stream but 
susoep tilde to hydrolysis by lysosomal enzymes i nt racellul a rl y . The 
thota-activatable drug is attached by either the same degradable side chain 
or by a no nde graaub le attachment. The polymer carrier may optionally 
contain a targeting m-ciety. jpen administration, polymeric maaromols. 
enter targeted cancer -aells by pincaytosis v/hich reduces the side effeats 
normally elicited by the free drugs. A time lag is allowed following 
administration far optimal uptake o t the c : p-olyrners in the aanaerous 
tissue for the anti aan-aer agent t: begin t: take effeat. Then a light 
sourae of the appropriate wavelength and energy is applied tc activate the 
phc to aathaaa;: le drug. The combined effect of the anticancer agent and 
phvtoactivable drug previews greater cell destruction at reduced dosages 
and sade effeats. 11A- Dly-- Ida- Leu- Dl y- 2*Np (I-LA. = me tha crylo y 1 ; Np = 
p - ni trophenyl ) was cop vlymd. with N- ■: 2 - hydrcxyp ropyl J metha c rylami de and 
adriamvairi was attached tc the peptide side chain. A similar c:polymer 
crnrprising mescchiorm e6 attached t; a a glycine side chain was also prepd. 
The 2 copolymers were administered s : mul t a neou si y t: mice bearing 213 0 0 
neuroblastoma tumars followed two days later by laser irradn. The 
treatment resulted in char}- decrease ;i the turner v:l. 
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A method :ol the aestanoioa a: he:m ,t opt 1 e ' i c u-il.; c,ipable o 1 att.-ck^j.-j 
host cells in vivo, to prevent, cellular attack of endogenous cells, 
comprises contacting cells with a cytotoxic agent contg. a cell -directing 
ligand specific for binding to the hematopoietic ceils, a linking moiety, 
and a phc toact i vatable toxic component; and irradiating these cell., with 
light at: appropriate wavelength to kill the hematopoietic cells. The 
method and ccrnpns . are particularly useful in organ transplant and 



a^er ^h. m]e-ti- Hie animals were anesthetized and the immobilized 
limbs were select;: -el v exposed tc 630-670 nm light to yield a total d,sage 
of .appi;-:.50 J/crnl. . Animals that received the phototoxic therapy showed 
a-crL-rated rodn. icint swelling and inflammation as compares tc tne 

cJntr.jlf-^whc rece —ed "ei r.her light exposure or treatment with I al-:ne. 

L° ANSWER * r-F i r SGISEAP.CH COPYRIGHT 2 003 ISI !R) 

90: 506- ■63 The Genuine Article ,?] Hurler: DY309. PHOTODYNAMIC-ACTION OF 
r:r NC7J:A\ r ALIN-A-CHLORIN CONJUGATE" EC ON HUMAN 

q^C^-J^TS. AKHLYNINA T V :P.e F rintj; GULAK P V; S EKEBRYAKOVA M V; 
ir^nvf^'T: A A; SY'BGLEY A S. MINI ST i'UBL HLTH USSR, INST APPL MO LEC BIOL, 
^OMEMBPAJIES OAF, MCSCOW, US2P (P.epnnt). BULLETIN OF EXPERIMENTAL BIOLOGY 
ANE> MEDICINE 01 9 9 i Yc 1 . ^09, Nc. 2, { p . 183-184. E ul . country: USSR. 
Langu : ice : ENGL I SH . 
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E'ocument Nc . 11:5: 14 Oil 60 Metlicds and compositions for treating 
--■ndi^icn of the eve. Killer, Scan W.; Gragoudas, Evangelos S.; Perm:, 
p^ m Z . (Massachusetts Eve and Ear Infirmary, USA). PCT Int. Appl . W0 
: :-01'"" r A:24A A" 200.0310, 4 o po. DESIGNATED STATES: W: AE, AG, AL, AM, AT, 
A:<," AO, BA, BB, BG, BR, BY, bZ , OA, CH, ON, CR, GU, CZ , DE, DK, DM, D2 
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MO 



UI, 0Y, GM, OY, OE, DE, ES, FI , FR, GA, GB, GR, IE, IT, L: 
MR, NE, NL, PT, SE, ON, TD, TG, TR. (English!. COD EN : PIXXD. 



UPPLIOATION: WO Ct01-DS4231 0 1010109. PRIORITY: US J 0 0 0- P VI 31641 

0 J tO 2 10. 

p :: >v. led are meth:ds .nd com:::^. :or the phc t o dyn viu. ; therapy ■; PPT 1 o: 
:: ;jl ;n ccdi—rc c n ^ : a ■ : t e :; :> ■ d by the presence c: unwantea choroidal 
neovasculature, icr example, neov ..s cu .. .or .uh— :. e .1 a , eo i:icr_.ii^L 
: i.qe:.erati on. The se.. ectiv.i ty and sensitivity or the PDT met he a c:an :e 
enhanced ry c ,: ib: ::i:ig tne POO with an an ti - angiccy: ■nesi s ester, t : r 
-xamwle, anquYaYn «-r endostatm, or with an ap cpt csis-modulating 
caster. Furthermore, the selectivity «ni sensitivity of the PDT may oe 
further enhanced oy c-upling a targeting moiety to the 
phot csen._.itizer cc/as to target the phot sensitizer to choroidal 
neovasculature . 
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og, oh, o:, 

MR, KE, NL, PT, OR, 
AE E 1 LEGATION: WO - ; '0 
OtOl'.'oO:; OS .aOOG E'V::-82':: ^C-IL'^T. 
AB The present invention relates t: phot.r.serioit i zer inirnun : con j ugate compns 
,<nd :'omr>iuaticn therapies £ o r us- in cancer rel ated p ho t odynamic 
: t eat:ne::;:: and a:-,gn:stic methods. ?h-: tosens i :i^r i rtmunz conjugates 
oompr i s me a i hot.-; sensi ti :er eomugated t a tumor-speci f i c and/or 
tum;.r;cidal antibody and processes for tne ptepn. thereof are 
ties or : 1 ed . The use :t ph ;-to s ens l ti zer i nauuri : o on ;i u gat es (ElCs) offers 
improved } hoti s ensi t i :;e r delivery specificity for diagnostic and 
therapeutic ap pd i :at. i : ns . En examples provided, prepn. cf PEGylated 
ver:-r ■: rf m f BET) -MA) ~ antibody corrugates is described and 
results on its oo^lulnr uptake, subcellular Realization, photo -hem. 
properties and oyfotonic p h : t odyn^mr _: action presented. The antitumor 
a ::tiv: ty of the iranuri ; con j u ;ja te is enhanced by combination therapy with 
tumor icidal antibodies such as CO 25 . Spe ::i f j. z ity of tne 
vertet c r f in- C2 2 . conjugate tc wards EGr R-pos . cells is a Is: shown. 
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:£ inoen- le and or f i r _ a u oge r:oa :: reus , 
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L ana rmrn .c uiy s j eg < 1 a t o r y a: .• : : u . 'Ines^ 

.nem-G.her uoeutuuu ant i viral, antiparasite agents, roadiati on and/ or 
, ir gory. Ino^ns d.e and t ur an o ge rma zren and their m.rxt. shower! antitumor 
aot.i'Oty against -an _us nunian carcinomas and melanomas and antimicrobial 
acti'uty ; ;a] u: t .0: aphyl o ooccus aureus an; Enterjo 



A1JSVJER 3 oF 12 EMBA, 



XRYROGHT 



el.;e\oef s::l 



AB 



Pl:, s .?cm Street WEL224, Boston, MA 02U4™2EAS, United States. 
haiar.5helix.mgh. harvard, eau. Cancer Research 61<'ll (4490-44^6; i Jun 

i >: i . 

Eefs: 4 C . 
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Enuli-h. Summary Language: English. 

Iromuncphot c diagnosis uses a f 1 uc r es ceri :e- 1 abeled mon o :;1 oi \al 

antxbody naYio'that r e c: : ■ cnm :ce s a turn :■ r- as s c e L a t e :i an:.igen to image 

the i luorec ::en::e emitted fr:m the f 1 u :■ r oph o r e-b : and MAb that nas legalized 

in the ciscve. It may I. •.- ueecl tc diagnose maLirnomt ci piv-can:er ?ui 

lesi:ns, t :■ delineate the margins for rumor rejection, or as a feeab ick 

me -nanism tc assess response to treatment. In ■: ral precancer, the 

epidermal nr jwth factor receptor GEGBF.) is :■ ve r exp r ec sed and 

could he used as a marker for early detection cr as a z aroet for therapy. 

The coal of this study was to test an anti-EGEE MAb iG22 r j. ccupled to 

either the ne a r -1 n f ra r ed fltoreseent dye II, N ' -d.i -ca rr- oeypontyl - 

indoaicarb: cyanme-5, c ' dioulf :ni c aoEa for detect!::* or . 4 pne tc therm cal ly 

active dye ( chlorin { e- : } : £:r therapy :f early p r ema 1 i :in an .:y m 

the hamster cheek p:. con ca r c l n c genes l s model. Elucrescence levels in the 

:or cine ^en-treated tissue ccrrelated with the hi st ol : gi cal stage of the 

1 , i ens "when the 02 2 o N , N ' -di- ca ri: coeyp ent yl - mils di carl:, c cyanine - : , 5 ' - 

disulfcnic .acid conjugate was used rut d.i d not d :» so with the irrelevant 

conjugates. Discrete areas : I clinically ncrmal mucosa with high 

fluorescence (net sroOs; were subsequently shown by histology tc contain 

dvsplastic -areas. The best, contrast between normal and ca r cincgen- 1 reated 

cheen pouches was found at 4-8 days alter injection. To test the potential 

of irianuncphotcoiiagnos i s as a feedback modality for therapeutic. 

int erventicn, experiments were conducted with the same MAb conjugated to 

chlorines followed ky illumination to reduce expression of the EGEE by a 

photo-dynamic effect. Subsequent immun : photodi a gno si s shewed that this 

treatment led tc a significant reduction in fl u : res oence m the 

carci rogen- treated cheek pouch compeared with roo i 1 1 umma t ed areas. This 

difference between illuminated and dark areas was not seen in the normal 

cheek po'uch. Taken together, the results demonstrate the potential fcr 

development of immune p h o t-odi agnc s is i- a diagnostic tool and as a method 

of mcn.iterincj response to therapy anc that the EG EE may be an appropriate 

t. a r :t e t i n h e a d a n d n e c k c a n c e r . 
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-'hrtr.dvnamic therarv -:PDT; is based on the ability of porphyrins and 
C: - :nv , rhotcsensit izers i PSs ] loth to be accuraulated preferentially in 

r urr • : o=-Lls and tc generate single: oxygen i.O-l 2:) when activated by 
"■s-ff light. Htwot-er the seleoti"; t y of sensitizers towards turner ce.ls 
i^nct. always sultiaent for PET t, le efficient. In resent years targeted 
:OT (<n ?:)T ; J ia c te.:ii developed m ar'L-mpvs to improve PS aelectiv: location 

:1:1:1c rs 1: v means of binding Eos t: targeting address) 
n-.l, -rules such as antibodies (Ahs), lectins, horm::aes, etc. In 
V : r - i(J T E'DT, a new selectivit y factor is added: hi ah afrinity of t :r . e 
targeting molecule !,r the res^cti- t ,;mo r- a s s c c : at ed antigen or 
receptor. This review deals with modern approaches to constructing 
targeted FM-o (TPIs ,is wed as with the mechanism, prospects and 
limitation- of TPDT atplioaticn m the treatment of tum:rs. 
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I'lFS'-'dMA-'M; Fo-i: i v HVriPIXVPFC-E'VLlIIRTHA'r.KVLA-MIDt; C0F1 LYMER CONJUGATE, 
hires' t D (Per Lint. ; KRJIJICF K L; FOPECEF 0. U1IIV UTAH, DEFT BIOL, SALT 
L-KE ■ ' I T V HT, 6-4 1 P.eprmt.; UNI 1 / UTAH, DEPT ElOENGN, SALT LAKE CITY, 

^1111; UN IV UTAH, LEFT PIAuPllACECT , SALT LAKE CITY, UT, 3^1 112. JOURNAL 
t r' PHIT'ICHEIIJ STRY AND : KOTOr-I LOGY A CH EM I ST PY : 1 c FEB 1-93) V:l. 70, No. 
■ f V:X . St l C 0 - 17 ■) . ISSN: .lCIO ■ 'A .:0. ? U ;: . country: USA. Language: SHCLIIH. 
* ABSTRACT IS AYAI LA3LE IN THE AIL AMP I ALL EOFMAT3* 

r.K^ ihcocdvnanuc therapy YDT. : i tumors, improved efficiency of 
photo: sensible: delivery tc tuner cells and rumors can sometimes be 
olta Lived 1: y 1: Hiding them to m: r.o-cl on a 1 antibodies or other 
woteins, particulate materials, and oertain types cf synrhetis water- 
soluble polymers. Synthetic polymers are :f particular interest, us drug 
dr.-liv-ri.-v carriers since targeting groups speoific for surface 
raarkers'on tum:r cells oan re attached to the pclymer laskbone increase 
the cellular uptake vm receptor-mediated endecytosis. However, 
m mauy c^ses , the i.incii:^ of sensitizers to mac r oino 1 ecal es significantly 
aJters'tneir speotral and ph o t c s ens l t i z mg properties. This rarer 
describes the effect.- of c ova 1 en 1 1 y rinding the photosensitizer , 
mesoohlonio e6 monoethylene di amine -CM;-, to a model U-(I- 
hvdr onvoropvl ) met ha oryiamide 1 HFFIA; copolymer on its spectral, 
r.hnr.-.phvsical, ph o t os ens i 1 1 z i nq and r hot obleachi ng properties in aqueous 
solutitu. binding had little eftect on the spectrum or triplet lifetime of 
CM, hut slani f icantxy deoreasec t.iae birnolecular quenohiri:r constant of 
::-:yg^n tor "the chlorin triplet, binding also reduced the quantum 
■u-ld "f singlet oxtvien production by illuminated CM from 0.7 3 to 0.25. 
Ph-t ■•■xidation efficiencies for furturyl aloohol and certain ri.omolecules 
were ils:. decreased. Addition of a oati-nic deter :jent to the CM-HPMA 
ooroLvmor increased the yield of singlet oxygen pr:dustion and the 

" -nsiti-zing efticiensy up to the Uvels of the free sensitizer, 
don;: CM to -.he HPILA copolymer s l qni f: cant ly increased its resistance to 
-: a i :o a . 
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- , ^::ro ettirasy oolymer Usual chlorin e-, toward hirnaii 

u-par .Hia-vooi-o, ceiA line ■ III / I IF/ j t = rg^t. , ; d \;i to ::al ictosami:.-^ and to 
-i )use spienocytes t ngtited with anti -Tny 1.1 antibodies. Rihova 
I.; Krini.ck N.I.; K.>necek J.. Institute of Microbiology, Izeoh Republic 
A-:ade:oy of Cciences , \ 412 0 Prague 4, :ze .:h Republic. Journal of oontrolled 
R-leas.e 2b/ 1-2 (71-87) 1991. 

I.hSII : A CI - 31 o° . Col Eh : JCPEE7 . } : ub . C oan t ry : I Jet her lands . language : 
Euali:...h. Surrimarv Language: English. 



:n the human hepat oca r cinema cell line PL : .'PRF'' 5 and the anti-Thy 1.2 
antibody interacts with Thy 1.2 all -antigens cn mouse splenic T 
cells. The efficiency of phot oiynamic inj o:y ai. a function of incubation 
time and temperature, and irradiation time was studied. Two-iay-cld 
cultures cf PLO'PP.r.S cell line were rr:st •-..ens i ti ve to KPMA copolymer 
;; cund chlorin -o o : a:ge:e:i :r n onta rge: ed \ , ur.ereas no 

differences v/ere :i:^erved when free drug was tested on 2- :r 3-day-old 

cultures. Dark to:;, city of the free drug w - o ibseooi at c : n cent rat ions as 

lev; as 2 >: in- -5 M. Park, toxicity decreased when chlorin e6 was 

i: :und to HPMA copolymers, especially t :. cooiucutes c:nt.iining 

targeting no;e:ie^ . Toe e f feet. : f in :u;:ati : n time was s-.-en oily in 

the nepat oca i c noma cell culture. F:r :ia loot :, .Earning- t a r get e i H P MA. 

opclymer 1 cund chlorin el, 2 -3 h were necessary to induce r i 

pronounce:: killiro effect. For anti-Thy l.J targeted loiymeric drug and 

for free chlorin e>o 1 h cf ooubaticn was sufficient to load 

the ceils with a pne t id. yt l c dose of chlorin e»: . Dependence cn 

the time :i i i rudi ..»t i :n was oservei m ooth targeted coiju^ates. One hour 

cf irradiation induced only limited photolysis, whereas 7.c h cf 

otadiation was necessary for substantial p hot cdyruiini c injury. 

iho t odynama c destruction oof cells exposed to free druu was similar for 

irradiation perioos cf 1-7.5 it. In accordance with the mechani sm of 

cellular uptake of ptlymeric conjugates ty receptoron-di a ted 

endc cytcsi s , the conjugates v/eie less p hot : dynamical ly active when 

incubated with cell cultures at a lower f 4. degree. 0? temperature. 

IJontar geteoi polymeric chlorin eo was always cons i oierar Oy less 

phototoxic when compared to targeted HPMA copolymer conjugates. 

Antibody response to thymus - dependent antigen o-R3C) induced in 

vitro is mo-re sensitive to the targeted ph: to s ens i ti cor , it compared with 

the estimation of cell viability. It suggests that lower concentrations of 

the pliotosensi titer do not destroy ( desintegr ate ) the target cells, but 

their function and/or proliferation may ice impaired. Einding cf 

antibodies via carl, c hyd rate moieties in the Fc portion cf the 

anti-Thy 1.2 molecule increases the phot obstructive capacity of the 

antibody targeted phctosensitroer, when compared to ocii]ugates 

where the antibody was bound "ia M ep s i 1 on ' -amino groups of 

lysine residues. A concentration :f 1 o: 10-7 M cf chlorin el in 

the former conjugate kills 4 ' : , and a concentration of 1 x 10-8 M 30 ' of 

target. I 1 cells while the latter conjugate and free drug are ineffective at 

the akove mentioned concentration. 1 ;. The results obtained from these two in 

vitro models allowed us to conpare the p hot c dynami c effect of targeted 

HPMA copolymer found chlorin e6 on a hec ate carcinoma cell line 

{model of anticancer treatment) and cn normal lymphocytes :model of 

immunosuppression- . 

L10 ANSWEF: 12 OF 12 EMBASE COPYP.IGHT 2001 EL:-.EV]Ek SCI . B . V . DUPLI CATE 3 
91203374 EMBASE Document No: 1^91233374. Tarnetahle phc toacti vatable 

polymeric ::!rugs . Kopecek 7.; Poova Bo Kroiiok I J . L . . University of Utah, 
C::CU, 411. 1'akara "day, Salt Laoe Cr:.y, 71 o 4 .. ' ^ , dio.t.ed States. Journal o! 
Centre 11 ed Pelooo \oli-2 37-1-14) ...ol. 

Engloo, . oui.a r y hang u age: Engl jo],. 

N - ( 2 -hydroxyp r op>y 1 ) me tha o ryl amide (HPMA) copolymers o described. Two 

typos of conjugates have been synthesized: (a) HPMA c-polymer- 

g hi a ot osamine-chlorin eo conjugates; and (Id HPMA 

c op c lyme r-ant i -Thy 1.2 antibody- chlorin ec conjugates. 

Tneir photedyromio activity was evalmted In vitro. The cenj agate 

containing gal actosamine as the targeting moiety was tested on a 



c ::polvrner-anti-Thy 1.2 antibody- chlorin e2 conjugates 

w.,:: evaluated towards maise splenocytes In vitro. They differ in the 

method of antibody rinding. Dne contained anti-Thy 1.2 

antibodies bound via M ( . eps 1 1 :n . ) - ami n c rjroup-s of lysine residues, 

the other contained ant l -Thy 1.2 antibodies bound via oxidized 

carbohydrate groups. Boon tarojetarle orru:iat--s were nore b L c 1 ogi ca 1 1 y 

active when compared to a n on t a r get ab L e HP MA cop ol yrne r - chlorin 

eJ corougate. The on.; * .;at e wnich contained ar.t.i-Tny 1.2 

antibodies r:>un:l via carbohydrate groups wo; the most active roth 

in its phO't coynami c effect on the v l an 1 1 i. t.y :1 splenocytes and the 

suppression of the i.ii:aat:y antibody r es.p on--, e of mouse 

splenocytes towards sheep red soloed cells in vi t r o . 
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L12 ANSWER 1 IF 44 BIOSIS OOPYRISHT 2 I 0 :■ B I ObOO 1 2AL ABSTRACTS Iho. 
2002:: 2:4412 Document M:.: H1EV2 ■ 22 D J 5 t 4 4 1 l : . Patient portable device for 
photodynamic therapy. Chen, James (1); 

Wilkeroon, Brian; Brown, Dave; Muster., Damn; KcQuade, Mike. (1) 
Bellevue, v;A USA. ASSIGNEE : Light Science Co rp : r a t ic n , Issaquah, VJA, USA. 
Patent Inf:.: US 24:47:) September 24, 2jo.. 2flicial Gazette cf the 
United 5tat.e= Patent and Trademark Office Patents, (Sep. 24 , 2222) Vol. 
1 222, ho. 4, rp. Xo Pagination, ht tp : ■' / www. usp tc . g ov: web,' menu 2p atdata . html 
. e-file. ISSN: 01 -2-1 13:. language: English. 
AE A patient portable photodynamic therapy devi oe 

securEible t: a patient includes a lightweight, rechargeable raoery and a 
cola oath ode fluorescent (oobi tube powered thereby. The 0 2 r t-be ic 
coupled m light channeling relation to a proximal portion of a 
b i coon.pat it 1 e optical fiber, which include- a distal portion with an 
cpti:nal diffooer that uniformly distributes light a: it exit: the distal 
portion. The distal end cf tne optical fiber is optionally provided with 
an anchoring balloon that can be inflated after the optical fiber is 
prcoerly positioned at a treatment site within a patient's body. The 
balloon securely lodges the distal portion within the tissue at the 
treatment site, and is deflated to facilitate the removal of the optical 



Chen, James C- A.A ; L'Jh'EE: hi .;n: 2 • . • : . • • . . 2.ii.oC:o 

Info.: US 64.2231 July J- , 20o2. Official Gazette cf the United States 
Patent and Trademark Office Patents, (July G , 2 0 2 2 ) w oi . 1220, lie. 2, pp. 
ho Pagination, h t tp :/ /www . u-.pt o . go v/ web /menu 3 pa t aa t a . html . e- tile. ISSh: 
■': I U J S- 1 1 ;-2 . bnnguuae: English. 

2 : ; : J is v;i!,iio:Oi rd uurtn: photodynamic therapy 

PUT for an extended rericd O t .; me at a plurality oi site.: distributed 



this process, a plurality cf light emitting optical fibers or prcbes are 
deployed in a spkced-apart array. After a ph-: t oreacti ve agent is absorbed 
r y the abncrmal tissue, the light therapy is administered for at least 
three hcurs. The greater volume of necrosis in the tumor is achieved due 
to one or more conc:mit.an: effects, including: the in f 1 ammat i on it damaged 
abnzrmal tissue and resultant i mmuno 1 ogi cal response of the patient's 
rodv; the diffusion and circulation of activated p he tc r e active agent 
vatoide the expected fluence zone, w:ur. is believed t: destroy the 
i,bn::rmal tissue; a retrograde thromboois :r vascular occlusion outside of 
:he expected fluence zone; and, the collapse o t the vascular system that 
rrovides oxygenated blood to portions of the tumor outside the expected 
fluence zone. In addition, is possible t.hat mol-cular :xy?en diffusing and 
oirculatincj into the expected fluence zone is converted to singlet cxygen 
dunna the "extended liaht therapy, -auiina a aru-dient of hyp:xia and 
an-: xia that destroys the arncrmul tissue outside the expected fluence 



BIOLOGICAL ABSTRACTS II 



■ f i egylut ec; phot : 



; 1 1 l z e r 



a t i n a a b n :med t i s s u e . Chen , Jame s 

.--ion. Patent Info.: US tf-AAOtO 
of the United States Patent and 



L13 AN2VJEP I OF 44 B10SI3 COEYFIOHT 

2002 : -.74072 j: :;ument N : . : PP.SV2 002 jO 1.7 4^72 . Us* 
co n j u a a t e d wi t h a n a r; 1 1 r : a y ft r : 
C. . ASSIGNEE: Liaht Sciences Oor: 
February OS, 2 0 01. Official Gaze: 
Trademark office Patents, (Feb. 2002) Vol. 125:, No. 1, pp. No 

Pagination, htto:/ ' ww. uspt :■ . j ov/ wen ^enu /p a: da t a . html . e-file. ISSN: 
000 0- 11?:".. Language: English. 

AB A ph: tosens i tizer suitable for us- m admi ni s te r ing photodynamic 
therapy ;PPT), con j aerated with atti;. odies that are targeted to 
antigens on abnormal ' tissue and polyethylene glycol (PEG) or other polymer 
r.hat" extends the residence time of the conjugate within a patient's body. 
The resulting peculated targeted conjugate is administered to a patient, 
and after the antibodies have had sufficient time to bind with the 
antigens, light from an external c r internal source having a waveband 
corresponding to an absorption waveband of the photos ens l ti ze r is 
administered. Use of an external light source that emits relatively lone/ 
wavelength liaht enables the light, to pass through any intervening dermal 
layer and normal tissue between the external light source and the 
treatment site. Since the ph : t osens 1 1 1 ze r in the conjugate is bound to the 
abnormal ti=sue, the liofht therapy has minimal effect on the intervening 
normal tissue. Furthermore, the efficacy :f the PDT is enhanced due to the 
increased concentration of the ph o t os ens i t i ze r of the conjugate linked to 
the abnormal tissue. 



L13 AN.?WSF: 4 jF 44 CAPLU3 COPYRIGHT 2 j0?. ACS 

2002 : Pzcument No. _ :'-7 : 2 0 <c 0 S Use of: phot olumines cen t nanoparti:les 

for photodynamic therapy. Chen, James 
■ It? A) . u . S . Pat . Appl . Publ 



AB 



Fn alisn 
Al 00 I Ti- 



ns 20 >2 127224 Al ,.0020 512, 



PP 



appli :ati yj: i T s 
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d ; re : ■ . e. :l met h oo- t„ 

photodynamic therapy i oo 2 t- .,:::\ a:; 

crene t.r aios c r ipt.i :»n . Oompuo- . inc.] ad-:: 1 1 ant - emi 1. 1 1 n a n h nop a r t l. ci< 
C ;b: :rr Lianc of cue wave Lehach vy ^ leant s:urc^ .Ui a em. 

another wavelencrch that activate- a PDT drua. Li arit-emi 1 1 in a 



■. ::-o r :. r e at men:. 
..i ant. - emote in a 



: r 



: : a t 



well 



nanoparticles inclade quantum dots, n an o cryo t a Is , and quantum rods 
as mixts. of these nanoparticles. The nanoparticles may be delivered to a 



patient in a liq. 



: a r r l -a r 



; r a s par* 



or a s o a 



id 



irrier such as a 



hi ccompat lrle polymeric film, a polymeric sheath, or 
suitable for introduction at the site to be treated. 



j t h e r c a r r i e r 
I n o n e emb o cl i me n t c t 



linkage group that has affinity for e.g. cells or proteins produced at the 
site to the * reateci. A sufficient no. of ii ght-emi tting nanopar ti :les are 
delivered to the treatment site to activate the PDT drug and effect 
t rea orient . 

L13 AH3WEF: o OF 44 EMEASE COPYRIAHT 200? ELSEVIER SCI. B . V . inp L I GATE 1 
200233307-3 EHBASE Synthesis of a water-5 :l;ble oycl o dextrin modified 
hypoorel.. m and ESF. study of i h s photodynamic therapy 
pr ope i ties . Ou Z.-2.; Chen J.-R.; Wang X.-3.; Sdiang B.-W.; Ca" 
V. . :\.-Z. ju, Tech. Inst. of Physics and Aiemistry, Chinese Asa demy of 
Sciences, be:;]in; .00101, Chi n,i . g2 0 : cip. c . a c . cn . New S s.rn.i of Chemistry 
_A ' - A.. A: - 1. .AS) :.002 , 
P.ers: . 

ISSN: Li44-0\4o. A0DXN: CACHES. Pub. Country: United Kingdom. Language: 
En i\ i s h . 3 urnrna y 1 a n g u a g e : E n g 1 i s h . 
AB A wa^or- ;, :dvl le cyol odextrin modified hypocrellm B (HBC:>) was designed 
and svrs:n-sized. HI- CD retained the pnototner apeu: i o properties and 
exhibited much stronger puot : A ; duced damage to calt thymus DMA i CT DNA) 
ohan hypoorelim 3 and me r cap to acet i o acid substituted hypoorellin B 
' MAHB ; . The mechanism of electron transfer from CT DMA to the triplet 
state ot HBCD was oonfirrned by steady-state electron sp in resonance (ESF:) 
and a time - res olved ESF. study. 

L13 ANSWER >o OF -14 MEDLINE DUPLICATE 1 

2002440AA: Document Number: 22187 150. PurAled ID: 12. 90-7 1 . Comparison ot 

o-^minolevulinic aoid and its hexy.ester mediated pho t : dynani c action on 
human hepatoma cells, sen Qing-Cuang; Wu Su-Min; Peng liar ■ Chen 
Ji-Yao. 'Department A Physics, Fu dan University, Shangnai 20C433, 
China. . ivcheni3fudan.edu.cn) . Sheng Wu Hua hue Yu Sher. g Wu Wu Li Xue Bao 
(Shanghai-, (2002 Sep) 34 (0) 0 50-4. Journal code: 207 30160R. ISSN: 
0S>:2-967.A Pub. oountry: China. Language: English. 
AB .Aminolevulinic acid (ALA) is a preours:r to heme synthesis pathway and 
currently used to induce endogenous p ro c : p orpOnyrin IE (PpIX, a potent 
photosensitizer) for photodynamic therapy of cancer. 

ALA has, however, a limited ability to cross cellular membranes due to its 
low lipid solubility. The use :f lipophilic ALA esters may increase 
cellular uptake, which results in an enhanced PpIX synthesis. In the 
present study, a comparison cf ALA ana its hexyl ester (He-ALA) was made 
m the DAA' human hepatoma cell line with res: ect to PpIX production and 
its phot:, cytotoxic: ty . The fluorescence emission spectrum cf the cells 
insulated with He-ALA was identical to that of PpIX, indicating that 
He-ALA could induce PpIX in the ceils. Fluorescence images demonstrated 
that the He-ALA induced PpIX was localized in the oyocplasm cf the cells. 
Moreover, a similar amount of Pp IX was found in the ceils incubated with 
0.1 mmoi XL He-AuLA cr 2 mmol.'L ALA and a similar level of cell survival was 
reached rXllowing light exposure. These results suggest, that He-ALA is 
much morn e Aicient at producing PpIX and ph :t ccytot ■ x i cit y than ALA 
:.: ;.elf in th" cells . 

AA: ;aswep '"" of -;4 caplys c:-fyk: : ;ht a a a acs 

2 J i Yh'YA91 The >:ffects of ALA-Pl'T on leu.oemia cells and hepatoma sells . 

Chen, Ji-Yao; r wiugYu^ug; Wo., A A:.; Wang, L-ei AAn 
Department of Physics, Fudan University, Shanghai, Peep. Rep. China i . 

Jcurnal or Pho t os cience , -(2), 512-514 (English) 2 002. CO DEN : JOPHFS . 

ISSN: .12SO-8S5S. Publisher: Korean Society cf Photos cience . 
AB '--aminolevulinic acid 'ALA: is a new kind drug used in 

photodynamic therapy. ALA- FAT have successfully used in 

superficial malignancies and some skin diseases. Here the effects of 



hematoma cells. The fluorescence images showed that the PpIX distribute 
in* cytoplasm. Hcwever the efficiency of ALA photc dynamic mactivation to 
twr^'ll lines was different. The leukemia cells were more sensitive for 
AIA-PDT than hep at: ma cell,-, revealing that tne ALA-PDT effect is cell 
line dependent. However bv using ALA- Hexvl estei (He-AL\) instead of ALA, 
th>- cell photo-in^ctivati :n was improved. The POT efficiency cf He-ALA 
was 10 times hign than that : f ALA, showing He-ALA is a very promising 
drug m ALA- PDT . 

LI' 3 - A2J3WER : OF -14 3AL IA3' COPYRIGHT .100; AC3 

2002: 1.2 '.-9 6 0 bz cument Ko. 1 : -, u,; 0 D 1 Metal icns affect cn the phc tc dynamic 
actions cf cv cl : dext. rin-m: di f .Led hyp :■ crel.l in . Ou, Zhi-Ze; Chen, 
Jmg-Rong; Wang, hue-^:ng; Zhana, b,,:-Wen; Cac, Yi (Technical 
Institute ■: f Pnvs.:cs and 3hemistry, Ohm. Academy cf Sciences, Beijing, 
lOOlOl, Peop. Rep. China,. Vh^mistLy Letters 20O-207 (English) 2002. 

■~y>r'2N: CMLTA'l . I33N: 0 "22 . PurAisher: Chemical Society cf Japan. 

AB Cu2 + , *Fe2 + and Fe3 f chelate with cy cl ode xt ri n -modi f led hype crellin (HBCD) 
efficiently ana the UY- visible spectra :f the resultant metal cimplexes 
red shifts by m: re ch.:m -10 nm, enhancing the alsorhance ■: f HECO in the 
phctocherar euti c wmd-w.. E3F. study revealed that the hydroxyl radical^ 
w..ts tne main r r •• t dutuna niacin. ■: 1 these met^l complexes because Zu2 + , 
Eo3 + and Fe 0- initiated the Fentzn reaction. Also, these metal complexes 
ph-: tooamaged -alf thymus DLA in a liposome system 2 0 fold faster than in a 
buifer siln. due to the initiation of Lipid peroxidn. 

LIS AILiWEF. ? OF -14 SCI3KAP.CH OOt YRI GHT .2 0 01- 121 ( R ; DUPLICATE : 

2002 : ?-7.:.17e The Genuine Arti cie (R) Number: :47JA. Diphenylchl or in and 

dip henylbacteriochlorin: synthes is, sp e ct roscopy and pho t os ens i t is ing 
r-rperties. Wanr T Y; Chen J R; Ma J S (Reprint; . Chinese Acad 
3ci, Inst Chem, Ct r 11:0 3ci, reiuna lO-Or-O, Peoples R China (Reprint); 
Chinese Acad 3ci, Tech Inst Enys 6. Chem, Beijing 10 0101, Peoples R China. 
DYES AJO PIGMENT::- (MAR 2 002: Yc 1 . ^3, N- • 3, pp. 1?9~20 : . Publisher: 
ELSEVIER 3 0 1 LTD. THE BjU LEVARI', LAJTZEORj LANS, KIOLINCT0N, OXFORO 0X5 
:CB, OX0N, ENGLAND. I3SN: 0 1 7 2 0 ~; . Red:, ccuntry: Re:p.Les R China. 
Lanauaue: English. 

* AR3TRAOT 13 AVAILABLE IK THE ALL AND IALL FORMATS* 
AB Twc new pliot csensitisers , dipheny 1 Anlc rin and dipheny lbactei iochl o rin , 

were prepared f r cm the reduction of 3 , 1 0- dip henyipo rphy r in . These dyes are 
characterised by strong li:;ht absorptirn in the red spectral regie n and 
afford hizrh yields cf phot cseicsi : is ed singlet o>:ygen. ph : tosens it i se r 
anion radicals, and superoxide arncr: radical, based on studies using EPR 
spectroscopy. Consequently, they are p:tential phot tsens i ti sers f ■: r 
photodynamic therapy. ( 2 - 2 0 j 2 Elsevier iOience Ltd. All 
rights reserved. 

L13 ANSWER 10 -OF 44 MEDLINE DUPLICATE 4 

20022: - *54 0 := client Num^.u: 3 J ^4 60^. PuoMed ID: ,1?^049. Mew t ecnnol cqy 

deen iiirnt di st ::.rut : in ti..sie f: c: : :. : ' • r n y . Chen James 

; Reltn-r l.A-v; Zhri s- :. 3..2..e:ie; A. Frank; krc;i:,e Michael; 

.:innhf : : Anil; n . : Code. 2:vi,. .cn c 1 .-sience . 3 l. s c :: ve i y , Light 

3 ::: ernes 3 c rpcra : i on , Issa {Ur.n, /.A s :i in :f t cn t-i027 , 33A. , 3AhCLR J^U^i^n, 

t^. 32 Mar-Apr, 6 i 2 ■ .34 - o •> . Jo...:nal :::-:]•,■: i !■ c ^ ■■ i 1 . 1333: ; 52"- 311 . . 

E'uh. country: United 3tate.i;. Language: English. 
AB Photodynamic therapy is one :f se-eral technique,. 

c;evelcpe:l fcr phytotherapy for sclid cancers and hematclcgic malignancies. 

Photodynamic therapy is a treatment that utilizes a 

mclecular energy exchange i:ef,/een v;cihle li^ht and a plntccer.sitive drug, 
which results in the producticn cf iC2 , a highly reactive cytocidal cciyqeii 



ay 1 1 ait 1 1 



^ 1 -4 i 



dye-r umped or di _:de lasers. The cost and the complexity of lasers have 

seriously limited the clinical us-..' of photodynamic 

therapy for mali g:i ancies . A new device technolrgy, based :m 

light-emitting diodes, has 1 een developed (Light Sciences Corporation, 

Issaquah, WA) that allows light p r : :iu :.:t i on inside the target tissue. This 

new technology will expand *: he current r. ; .nge r> : indications t:hat are 

treatable with photodynamic therapy t 0 include 

moderate- and la r^e-vnlume 1 e f r a :t : r y turn: r s . C : nvent ional 

photodynamic therapy utilizes trie delivery of intense 

li::ht for seconds or ramut.es. The new api roaoh differs from conventional 
photodynamic therapy in that it : iriibir.es a tij'h-i 

interstitial light, delivery system with p r 0 Lin :ie d p h r t oac 1 1 .va t. i on of 
ph : tc s ens it 1 ve cituqs. F 1 ol on g :ii:j p ho t ; ac' i vat ;i : n time in or tier tc deliver 
a higher light. d:se r -suits in an arr.p> 1 1 f 1 ca t 1 c r; effect, where! y the 
repeated act ivati on of each j: h: t osoo 1 tive dru ;i molecule leads to the 
genei at i o n ; f many th : us an ds 1 . O. ' rn: le rul es . The p rc du rt ion 0 f 
: verwhe Imin :i numbers of these powerful oxidants- in individual cells and 
the vascular supoly of t umo s le.^ds t: i 1 r e ve r s it 1 e dama;je and death of 
the targeted lesions. Results of preclinical studies have indi rated a 
signifirant correlation between ..n creased duration of phot oa ct 1 va tion and 
increased volume and depth . t photodynamic therapy 
-induced ne tresis. The new de ve 1 opoe nt s will enable photodynamic 
therapy to be used effectively against refractory bulky disease as 
frontline therapy : r in comhinatu :n with cnernc t herapy, radiation therapy, 
00 biologies. Perhaps most poemising, many patients witch advanced 
refractory disease may now 1: e relieved cl symptoms cr may return to the 
treat ab 1 e p 0 pu 1 a t 1 0 n . 

L13 AIJSWEF. 11 OF 44 31051? COEYP.IOHT 1 003 BIOLOGICAL ABSTPnACTS INC. 
2001:53191':'. Document Ho.: PF E72 0 Co 0 Ot 3 1. 9 1 6 . Peal-time monitoring of 
photodynamic therapy over an extended tine. Chen, 

James C.. ASSIGNEE: Light: Sciences Corp orat 1 c n . Patent Info.: US 
62384-* May 29, lUUl. Official Calotte of the United States Patent and 
Trademark Office Patents, 'May 29, 1001) Vol. 1246, No. 5, pp. Ho 
Pagination, e-file. ISSN: ' : (o S: - 1 1 2 3 . Language: English. 
AB Progress of photodynamic therapy : PPT; administered 

over an extended period of time is rtonitired using an ultrasonic probe, 
whi rh p'LO' duces ultras:und images cl an internal treatment site in real 
time. The ultrasound images i rid 1 cafe the extent and vrlurne of an 
mfarrtion zone within a tumor or ;. ther diseased tissue at the internal 
treatment site within a patient's tody. Light is administered to the 
internal treatment sit.e frrm either an internal or external Light source 
that produces light in a wavekana r : r r esp ond i ng to the characteristic 
absorption waveband a phc to react i ve agent that is administered to a 
patient. Prior t: or shortly after: initiating administration of the light 
the raj y, a baseline ultras ouroi image is produced for comparison tc 
subsequent ultrasound images n a ie alter the effects of the PDT on the 
diseased to soue :ooo 00 o • o . By c— aloronq ch uoges in the internal 
treatment ;-ite shown in the il t r os s :o nd ih ages during the progress of the 
P3T, the intensity ana/cr daraton :f intervals of light being 
aoirnini stered to : ne patient, .on ; ■ or 1 - • and ; terminated a: an 
upp t op r 1 a tc tune, thereby :o him. 00:0 rose of loom to noma! ti.ooe 
surrounding the internal treatment site. Light is delivered from an 
external laser source throogn an optical fiber, cr through an implanted 
light probe that includes :ne or more light emitting sources, or by an 
external array of light emitting di ivies that emit light of sufficiently 
long wavelength t; penetrate a dermal layer into the internal treatment 
site . 
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AB Che pieser.t l nvent i. on is drawn tc methods ami compds . for 
photodynamic therapy : PD7 ■ of a target tissue or :ompns. 
m a manimaliari subject, using =i light. :-:''-r:e that preferably transmits 
:ight to a treatment -ire t: rans cutane o us : y . The method provides for 
Rimini sterrng to the -unieot a the r :ipe; 1 1 -al 1 y effective amt. of a 
photosensitizm? a:je:r.. This phe t osens i t i zing agent preferentially 
assocs. v/ith the taij-t tissue. Li;iht at a wavelength or waveband 
sorrespoihlmg t: that wni on i s absorbed by tne photosensitizing agent is 
then administered. The light, intensity .: s relatively low, but: a high 
total flu^noe is empi:ye:l tt ensure the astivaticn ot tne photosensitizing 
-i-j.-nt. Tt ans tutaneous PD1 T is useful in the treatment of specifically 
selected taraet tissues, suoh as vascular endothelial tissue, the abnormal 
vascular v/alls ot tumors, solid tumrrs of the head and neck, tumors of the 
uast ro intestinal tra ot, turn: rs of the liver, tumors of the breast, tumors 
or the prostate, tumors of tne lung, ninsolid tumors, malignant cells of 
the hematopoietic and 1 ymp ho i d tissue and other lesions in the vascular 
svsiem :r bone marrov;, arid tissue :r oells r-lated to autcimmune and 
l n i : 1 ..inoma t o r y di sease. 

L13 ANSWER. 10 'OF 44 SCI SEARCH COPYRIGHT 20e3 ISI { PL 

2001:-A : 1 302 The Genuine Article ;R) Nunxer: 464BP. The synthesis of 

chlorophyll d-rivati^oes anol their p ho t os ynth-rt ic activities in purple 

bacteria reaction centers. Chen Z L 'Reprint j; Chen J R; ^ou Y 

L; Wu Y L; Lena h H; Mu C H. Mil Ilea Cod 1 2, Eac Naval Med, Shanghai 

1 '"■ 0 4 1 3 , Peoples R China 'Reprint); Chinese Aoad Sci, Shanghai Inst Plant 

Pnysicl, Shanghai 20-'t22, Peoples R China; Chinese Acad Sci, Shanghai Inst 

Craan Chem, Shanghai o-'C 02, Peoples R China. ACTA CHIMICA SINICA (AUG 

JOOI) Vol. tO, No. 3, pp. 1.3 10-13:6. Pur lisher : SCIENCE PRESS. 13 

LhlTGHUANGCHENGGEN NCRTh: 37, BEIJING 1 007 17, PEOPLES R CHINA. ISSN: 

■jo 67 - 7 3: 1 . Pub. ccuntry: Peoples R China . Language: Chinese. 

*ABSTPACT IS ASSAILABLE IN THE ALL AND I ALL EOP1IAT3 + 

AB ohlorophvll derivati\ r es were synthesized and five cf them were reported 

for the fiitt time. In the presence of a set one and an excess of exogenous 
plant phecphy r ms, r ,i o:t e r r op heo p hyti ns in the reaction centers from 
Phodobacter sp haero ides RSool were replaced by the pheophytms at sites 
H-A and H-B. VJheii inouljatea at 42.5 degreesC for >j0 min, the } .hotc chemical 
■ i.:tivities ot tlo.- pht-ophytir. react looo center, are- 71.4- of the control. 
7ne electron uaosfe.: rat e of Bplo ■: - ;. ' Eg: he fphe ; - ; .' phe 1 -and Q (A:- : over 
b,.r ■ A ) va: d.e 'rea, t ol. 
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S; Zhang B W iKeprint) ; Cao Y. Chinese Acad Sci, Tech Inst Phys i Chem, 
3-iimg lOOl'l, Peoples R China (Reprint). CHEMISTRY LETTERS [5 AUG 2001 
;;. . pp. R-. 3 f-8-?. Publisher: CHEMICAI SOC JAPAN. 1-5 K0ANDA- SNRUGADAI 
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rpscnan-e i ESP ) measure rrient indicated that this HF derivative remained 
Phrtcdvnanicallv active m terms or tyre I and type II mechanisms. HBCD is 
v/ater-solutle and possesses strcnger j Lotosensitized damage ability tc 
call thymus DNA than hyi ocrellin B. 
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20010":-)?:>.3 SMI: AS E Ende^gene us p r caucti c n <:■:' protoporphyrin IX mauoed by 

t-aninolevul m:c acid m leukemia cells. Chen J.-Y.; Mak N.-u.; 

vh^-ung N.-H. ; Leu--; P. -P.; Peng Q.. D: . S.-Y. Chen, Department of Physics, 

Fudan Un.t-ersihy, Shanghai 2 -'4 : c , China, j ychenef udan . edu . cn . Acta 

Pharmacc^cgi sa Simsa 12/2 (iCt-Hcd s .< -J i . 

Kefs: 13. T . . , 

ISSII: 02 53 - 97: . C'DDEi: : CYLPE'P . Eul. . Country: China, -anguage : z.ng^isn. 
Sumrnarv hanguage: English; Chinese. 
AB AIM: To exwleue the r he to- en:-: 1 1 i za t. i on : r S-ammclevuiinx c arid \ ALA ; in 
m ^-v,- a d 'euk-mia -v-11 1 me . MET HOE'S : i^iim the technique zt t lu : r es cence 
,^-:tra, the ALA induced t t ■: t : r i hy nn IX [PpIX) was measured m myeloid 
■r-uk^m.-i J'"S r^l = . Col:»:v,l Jaser :■ cannin a micrc s copy (CLSLU confined with 
Murresseitce crganelle wrvie v;as used t : , deteote the localtz ati :n of PpIX 
->■■ JC£ —lis at the subcellular levels. MTT assay was used to measure the 
.-.-1 ,,->.=.*■ ' i:r,diation. PXSULTS : ALA succes s fully produced 

Oogenous P P IX in Leukemia SOS cells. ? P IX was observed tc re distributed 
ir the cytsplasm and mi t oononeir i a wis exhibited as the one of binding 
,. lt f .,, ilf J FrIXi As „ -he toseiisitizer, PpIX init iated photodynami z rea etion 
atrer light irradiation and effectivily phot ^damaged leunemi a cells. 
COMCLUSIOII: ALA-based pii :■ t : sens i ti zat Lon :ouLa be used f:r mactivation of 
Leukemia eel .1 s . 
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2O0134OII4 EMBASE Photodynamic therapy tzr patients with 

advanced non- smal 1-cel 1 carcinoma of the Lung. Jones B.U.; Helmy M. ; 

Brenner M. ; Serna D . L . ; V/illiam? C; Chen J.C.; Mil liken J . C . . 

Dr. J.C. Milliken, UC Irvine Medical Center, Diviscon zf Cardiothc racic 

Surcrery, The University ot California, 11 The City Drive, Orange, CA 

^_?r,8 f United States. ;mi 1 li k>?uci . edu . Clinical Lung Cancer 3/1 (37-41) 

Ci'jl. 

Pets: 13. 

ISSN: 1S-S-7 ::04 . '30 DEM : CLCLCA. Eub. Country: United States . Language: 
English. S umma r y L a n a u a g e : E n :j 1 1 s h . 
AB Eatients with advanced :icn- small-cell Lunij :.a r ci noma (NS3LC) have poor 
prognoses and experience ne^ati-e sequelae of disease. Patients often 
suffer from dyspnea an:l':r henzptys is , with overall pulmonary :ompr:mise. 
Eatients with advanced, inoperable disease nave limited options for 
treatment. This study i umn.; v r : zes cur ear:y experience and findings using 
photodynamic therapy ( I-'DT ■ as an effective modality in 

the palliation if hemoptysis, dyspnea, and physical airway instruction m 
->f u.orer ibli- 1 u:uu. A retro.pe ::t: ive review wa s con lucre d for 

• : Hi first cj"pa':i-hth :iLif:o:C; w;tn stare ill' 1 v ->b ■ t r u ct i ve MSCLC who 

. :; ppl a" t.w: i : i .s t .._ t . u t ..en. E:id::tr aicich. le. i was were id-uit. .1 f red hy 

; :;:):ici.D5 : ty. I:ev.:vtt i w-re :i.C :V-i 4 8 hours a: ter mtr aver: ;u = 
. n-eet i 3:1 of <1 ::ig/-:g :> :. the wutc^eas ituurw agent ptrfirriei Joiiiin 

E'nttofr .n, 1LT Pn :> 1 1.. Tne r ape c: c u , /an ;o c/e : , DC;. The pel timet c.d i um v.\i 
-hen a::t,vated i:.y 1 1 1 atuna t i en with a '00 1 nm wavelen h light usinc a 

Xunerent irgon ton l<iser through a flexible bronchc ::>pe. Repeated 
ic tnshos t tpies were performed 1-3 days f tilling initial PDT f zr 
evaluati -m and airwat debridement. In 8 eases, a second treatment of PDT 
was administered witlun 72 heirs of the first inject ten. One patient 
received a third treatment several months later. Three patients alse 



months post-FDT, while median survival p : s tdiagn cs i s was 10.5 months. 
Three patients are alive at the time of '.his review at: 5-21 months 
rollowir.-: therapy. Patients with unresectable late-stage NSCL3 have few 
options tor treatment. Our e *rly experience 'with ?DT indicates effective 
relief of hemoptysis, dyspne.i, and airway : bst ruction and improves their 
laality of life/ 
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APPLICATION 

03 1--3-271575 19-90L3. 
'"he present invention is 
photodynamic therapy ■ PDT 

m a mammalian subject, u 
Man: t: a treatment site 
administering t;o the subject 
targeted substance, which is 
a p h o t is e n s it:, c i n :r a:^ n t. d e- 1 
targeted substance preferably selectively 
Light at a wavelength or waveband corresr 
bv t" 



kinds t«; 
: nding t<; 



t o me t h o d s a n d c o m{ ■ d s . f o r 
x target tissue or com;: ns . 
i light source that preferably transmits 
.cuoanecuAy. The method provides for 
a therapeutically effective amt . of a 
zither a targeted phot c sensit i ::ing agent, or 
r ery system, -or a targeted prodrug. This 

the target tissue, 
that which is absorbed 
targeted substance is then administered. The light intensity is 
relatively" low, but a high total iduence .is employed to ensure the 
activation cf the targeted photosensitizing agent or targeted prodrug 
product. Transcutaneous F'DT is useful m the treatment of specifically 
selected target tissues, such as vascular endothelial tissue, the abnormal 
vascular walls of tumors, solid turn: rs or the head and neck, tumors of the 
u.astrointes tinal tract, tumors of the Liver, tumors of the breast, turners 
of the prostate, tumors of the lung, nons:lid tumors, malignant cells cf 
the hermatopoietic and lymphoid tissue and 
system or bene rnarrew, and tissue or cells 
mf lamrnato r y disease . 



ether lesions in the vascular 
related to a u t c i mmu n e and 
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agent c r a 



photosensitizing agent ..= r if prodrug, by i prodrug product thereof, where 
the light is provided by a light, source, .-ma where the irradn. is at lew 
tluence rate that result? in the a:tiv,tijn o: the p -h o t os ens i t i z i ng agent 
or rrodrug pr:duot. These methods of trans cutane ous E'DT are useful in the 
treatment, of spe oi t i oal ly selected target tissues, suoh as: vascular 
end:thelial tissue; abnormal va.^ulhr wall of tumors; tumors of the head 
and neok; tumors of the gastrointestinal traot; tumors of the liver; 
turners of the es oph opha r yn gea : ; tumors of the lung; lymphoid tissue; 
lesions in the vasoo.lar system; rone marrow and tissue related to 
a u t : i I'lmun e d i s e a s e . 
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drawn to methods and ccmpns. useful for 
and treating target tissues attested Ly or involved in metabolic 
disorders .and hone metastases with photodynamic therapy 
(PDT) i_n a mammalian subject. The compns. are bi sphosphonu t es , 
pyrophosphates or bi sp hosp noria te- li ke com:, ds . conjugated to phot.: 
agents whi oh are optionally further conjugated to ligands which are target 
tissue speoific antibodies, peptides or polymers. The methods of PDT 
treatment utilize these compns . to target the tissues or cells of a 
mammalian subjeot to be treated. The methods comprise irradiating at 
least a portion of the subject with light at a wavelength absorbed by said 
photosensitizing accent that under conditions of activation during 
photodynamic therapy using a relatively low iluence 

rate, but an cverail high total fluer.ee dose results on minimal collateral 
tissue damage. 
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a dm : n o . ; taring ph o t o dy n ami c 

il e e that to i rge te:i to 

her p>:dymer that extendo the 
n a p.iOierr; ' o bo ly . The 
admo.ni s terood to i patient, and 
iiv:' to:- bind with the air i:pts, 
light tiom an exterr.al or internal source having a waveband corresponding 
to an absorptioTi waveband of the photo.5en.-it.ioer is adraini..- tered . Use of 
an external light source that, emits relatively leng wavelength light 
enable 1 :-, the light to pass through any intervening dermal Idyer, and normal 
tissue between the external light source, and the treatment site. Since 
the photcsensi tizer in the conjugate is b: una to the abnormal tissue, the 
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cells: Phototoxicity ana mitochondrial damage. Chen, J. Y.; Mak, 
N. K.; Vcw, C. M. N.; Fan.}, M. C . ; Chiu, L. :.; Leung, V/. N . ; Sheung, N. 
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AB The";: rate of a g g re ;ra 1. 1 on of the p h : t os ens i t i ze r meso- 

tetranvdr voyphony: o:ol arin niTH:C i ru both cell free and intracellular 
environment was -luoi iat.ea by comparing its absorption and excitation 
sp-ctra. In methanol, oiTHF'C existed as monomer., and strviigly fluoresced. 
Iri agu-oao s:luti:ns such as p -h : spWt e-bu t f e r ed saline ( F' B 2 ) , mTHPC formed 
nonf luores cent, a :i :i r e a,i tes . 2:me portion of mTHE'C monomerozed in the 
preseno- of 10 i'etnl oil : serum E'BS . In murine myeloid leukemia Ml and 
WEHLWB oICS) ceils, oy^opdasmio mTHEC were monomer.::, by usin'i 
or aane l.e-sreoif i o rluoi-scent probes, it was found that mTHPC localized 
preferentially at the mi t. ■:■ oh : n d r i a ana the perinuclear region. 
Fho t odvnami o treatment ol r:iTHF C - s ens i o i r ed leukemia cell s -aused rap- id 
appearance of the apow t : g.- ;] L i c rrvzem cytochrome c jn the uytosol. Results 
from f 2-ov; cytimet.ric analysis sh:wed that the release of cy t och rcme c was 
especially pronounced m CCS cells, and well correlated with the extent of 
ap:.p:ot.ic J eel 1 death as reported earlier. Electron microscopy revealed the 
loss of integrity of the mitochondrial membrane and the appearance of 
chromatin condensation as early as 1 h alter light irradiation. We 
conclude that rap id re; ease :f cyt: chrome c from p-ho tc damaged mitochondria 
is responsible for the mTHE'C- i n auce a apoptosis in the myeloid leukemia 2CS 
and Ml cells. 

L13 ANSWER 22 CF 41 2CISEARCH CCEYRIGHT 2 0 0 :: 121 ( R ! 

2000:222117 The Genuine Article (F) Number: ::2SCV. Benzopc r phy r in derivative 
moria-cid ring A ( Vertepor f in J alone has no inhibitory effect on intimal 
hyperplasia: In vitro and in vivo results. Turnbull R C; Chen J C 
; Labcw R ;? ; Maraaron P; Hsiang V N (Reprint;. UNIV BRITISH COLUMBIA, DEPT 
SURG, DIV YA2C SUP'.G, F12.:.-22 11 WE3TBF.OO?; MALL, VANCOUVER, DC VOT 23:, 
CANADA iReprint;; UNI V BF.ITI3H 'COLUMBIA, DEPC SURG, DIV VA3C SURG, 
VAJICOUVEF., BC VST 2Bt, CANADA; UIIIV OTTAWA, OTTAWA, CM, CANADA; CLT 
FHOTOTHERAPEUT IMC, YAIJOjUVSR, 3C, CANADA. J.OUP'UAL OF I M VEST I GAT I. YE 
SUFGEFY (KAY-JVN _000, Vol. 13, M;. : , pp. 103-150. Publisher: TAVL2F. i 
FFcANCIS INC. 32 5 CHESTNUT ST, SUITE BOO, E HI LABEL PHI A, ?A Icl'W ISSN: 
08 -4 - 1 ^ :9 . Fvt . country: CANADA. Language: English. 
+ AB3TFA0T IS AVAILABLE IN THE ALL AMD I ALL F 0 F'RIAT 3 * 

AB Bene oporpliy r i n der.:.vati"e monoaoid nno: A ( Ye r tep c r f in , BPD-MA; , a 

photosensitizing drug, has been suggested as having mhikitory efrects on 
smooth muscle cell 'SMC, proliferation in rabbit aortic intimal injuries. 
The effect of BPD-MA 0:1 vascular SMC 3 in the absence of liaht. stimulation 
in vitro- and .in ooi vo w, : .; v udioa i.::na roodoV...;. o: intimal hyperplasia. 
Human SMCs wo-.i e .. u • <; v • • •; with BfD-T-'A for 4 h .^n da : one., . A sma.li. CVJ 1 
Pu.t •. : { : .one ■■ m via;iil.-:y :. - -12, }■ < . oj wa .: not^d :or 

IV2V2\" -encen: mr: 1.0:1s 2:-o\v LO jtiu g vol, . Th...s was an a .1 .1 ■■ <: : ■ non.- phenvt-non 
w.itn no further- ciecre. . . m viaoV.oo,- ,-t. n . a.-o ccrosiiorcocis. Treatment 
voitn BPb-MA Wo ^ «:i.l si; r i c-d ou: in viioc n;:: ;.ng a ba.Vcm injury m: d--: I of 

intimal hyperplasia m row 1 1 t acutai. Thirty-three rakbioo were randomized 
into five grcvp>s ,\nd u.i ven int ra' 'eirous r»?j-Rs (2 mg.kg) according to the 
fd.low.incf schedule: Group I. (n - 3), B F' 1 1 - MA s5 min prior to iniury; Group 
2 n = 8), BPj-RA 25 run prior tu injury plus a second dose 4 weeks later; 
Gr-::up. 3 fn •] , BP2-MA irrmedi a t e 1. y post injury; Group 1 fn - 7 , B P V - MA 
immediately pes tin jury plus a second dot e 4 weeks later; o r Group 5 ui = 
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2000455957 Document Number: .0395932. PufcMed ID: 109^5672. Cellular 

uptake, sur cellular 1 : cau zation and phc tc damaging effect of temcporiin 
(ruTHPC) m nasopharyngeal carcinoma cells: cornpariscn with hematc p orphyr m 
derivative. Yew C M; Chen J Y ; Mak N K; Cheung N H; Leung A W. 
fDpcartm-nt of Nur;n:n and Health Sciences, Hong Kong Polytechnic 
Ulir vrsi^v, Hrna Kor,:n . ha cyew:^ olyu . edu . hk ) . CA1JCEF LETTERS , (2(00 Sep. 
! j07 (!■ 12:— i . Diurnal :v de : 70000: 0. ISSN: c}04-.^::. Put. country: 
Ireland. L a n .j u a ^ e : En nli s h . 
AB Ttmopcrfu: (neta-tetia ( hydr ■: >:y f henyl ) rOolo r in ; mTHEC. I otentiatea a 

lnQ-f-ld hiqh-r -ycctoxic effect than hematop ; ip hyr in derivative ■HPD) on 
two nasq Laryngeal carcinoma :;ell lines (HK. and CNE2 ) m term- of the 
overall photodynamic therapy ■ PDT ) dese. The zellulai 

uptake, evaluated ly flow oyt:metry and spectrophotometry demonstrated 
that mTHEC exhibited hiuher: uptake ability than HED. CYnfecal ia,er 
= canning micr: ■ ::p y detection f c r b:th the sensitizer and mi .tc ohondn a 
cj: be on the same jell images revealed that l:th drugs accumulated 
diffusely in the uytvplasm and that mi t : chrc v:liu a is a target organelle. 
Mi-.r o-ac : lvation tu: lured the mi t :■ chrc. ndri a , with mere pr:nounced 
mitochondrial darnvue toeing swerved in mTHPC-PDT c:u:s^. This correlated 
v:ell wicn the cell t h : + : k i 1 1 i ng efficiency ct mTHPC . 

L13 ANSWER 14 OF 44 SCI SEARCH CYPYRIGHT 2 0 0:- ISl : R ; DUPLICATE 10 
2000 : 5U c 0 The Genuine Ar:r:le ■ F' '■ Xunler: :.34MX. Sub cell u 1 a r localisation 
of merooyauine :4 = ' (MC54'J; and induction of ape ptosis m murine myeloid 
leukemia' orl Is. Chen J Y ; Cheura N H; Dung M C; Wen J M; Leung 
W \; Mak N K [ReormU. HONG HDNG SAETIST UN IV, DEPT 3I0L, 224 WATERLOO 
RTi K-WvN, H-NG KONG, PEOPLES R CHINA i Rer rint) ; BOONS KCNG BAPTIST UNIV, 
DEPT BD~ L, KoWLOON, H0N0- ?DCNG, PEC E LES R CHINA; HONG KONG BAPTIST UNIV, 
EiEP r ^ PHYS ', KOWL-J-'N, HONG ?0DNG, PECELES R CHINA; CHINESE UNIV HONG KONG, 
DEPT EI"l] HC-vG KONG, HONG KONG, E EOF LES R CHINA; FUPAN UNIV, DEPT PHYS, 
SHANGHAI 2v04 3 3, PEOPLES R CHINA. PHOTOCHEMISTRY AND PKOTO'B IOLOGY I JUL 
IC'OO) Vol. 72, No. 1, pp. 1:4-120. Eufclisher: AMERSOC PHOTOBI OLOGY . 
BIOTECH PARK, 102 J HTH ST, SUITE 9, AUGUSTA, GA JoOOl-ilOc. ISSN: 
0"") il-0655 . Pub. country: E ECO LES R CHINA. Language: Enalish. 
+ ABSTFACT IS AVAT LABLe"' I N THE ALL AND IALL FOFI1ATS* 
AB Subcellular 1 ocal a ia: i :n :f ph s ensiti zers is thought tc play a 

critical role m determining the mode :f cell death after photodynamic 
treatment :PDT.' of leukemia cells. Using contocal laser scanning 
rnicroscrpy and fluorescent organelle p-rcbes, we examined the subcellular 
localization of mercoyamne L> 4 .MCo40) in the murine :nyel:id leukemia Ml 
and WEHI 3 b ( CCS ) veils. Tw: patterns of 1 : val i oat. l or. wore observed: in 
CCS cells, MC54 0 was found t: localize :n the plasma membrane and 
mitochondria; and in Mi 1-ukemia cells, MC:4'"' was found to localize on 
lyscsomes. The le : a tionsn i p. boween .subcellular 1 o ::a 1 1 za t io n of MC540 and 
PDT-induved apoptosif was i :vt: t i g a t ed . Ap:ptoti: -ell death, as judged by 
t.^: f vr:a.c: ion" ;:f ; : :u t v :. • d-.d," v. covrei 4 n ,fv-or i r ra ui . 1 1 on in 



b.tr. lejovno; cell 



: f acoot .0..: v DNA Era am-vits 



by DNA gel ■■le.:' r :ph : - 1 e s i £ in 



l-vnvs-.e i CDS and sells . 

A- tnr ivadmu:::. dose M . , rn , . LD;v : i;;.: ; . n \ pp^c E::r Ml 

oils), *..ne oercent.age :u: ap :p:. jti.: C.:S -;n \ M._ eel .o w and .-■ l ■ , 

r-spe vti'/ely . Thi.- study pruvined .1:. t a:i:..iai evid-nve that K2:4 
localized differentially in the- ni t och or.dj- 1 a . and the subsequent 
ph vt >darriage of the organelle played an important r>le rn PDT-medivated 
apoptosi.-. in myeloid leukemia cells. 
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:75332 Document Numner: 20275302. PubMed ID: 1081/631. Ph otocytot cxi 



hscycw0pclvu.edu. hk) • TOXIC -LOGY LETTERS , (2J00Apr 10! 115 U> "-ei. 
J:urr:al code: 77^9027. ISSN: C 373-4274. Pub. ecuntiy: Netherlands. 
Language: English. 

AB Photodynamic therapy (PDT. U a new approach c: career rllrlcal 
tieat.ir.ent f:r a variety of malignant turner,, -r. this study two ^ra.al 
, ^-.f^itizers, Temcpcrfin (rneva-tetra-hydr- y l- F henyl-chlc rm ; nflHPC, 
a'r'.-i merocyar.ine =40 (MCE 40), were selected to explcre ror their 
photocytctcxic and genet oxir effects cr. nasopharyngeal carcinoma ce lis 
V-HK1 and i"NE "' i . Faults :f tetrazcliura reduction assay ::^wed that BO 
re'' I kill in w»r- achieved f.i both cell, lines at C.4 micrcg. ml mTHPC tor 
-4 h i-,;utati.:n ..nd then with 4C- k'/nw. light irradiation, whereas 40 
in— r^q/Til M-540 with kJ/ml light do-sac-e was requirea to attain the same 
-"OO'-'f c .pV.tovL~ity for NE'C/HKl. On the contrary, ME'C/CME j was 3 uite 
re"0t^nt t ~ Mr- 4 - . H-r.ce, n.THP 1 ."' -medi ated E'DT exerted a more potent effect 
than"MC54C-mediated EOT, ever, though the rru:lar extinction coefficient of 
rh- rna-n al sorption P «k for MCH0 is much higher than that cf mTHrC. Dark 
.vt,r C viriT V remained negligible for both sensitizers. Comet assay was 
•jt^d t- evaluate the DMA strand break and potential genotoxic effect 
■ndu-ed ry mTHPC and MC540 :n the H?C cells. Mo DNA strand break was 
He^e.-t-i in the absence of lirir.t, and under sublethal treatment CDJ5) for 
-_-her sen- tizc --loaded ceil;;. Confr-al laser scanning microscopy showed 
: hat"rr-HFC and MO MO Localized in the cytoplasm but not in the nucleus of 
the tumor cells, which provided evidence for undetectable DKA damage under 
ik; v ~k and low phf" 1 * - nrP/naraj . c d: so . 
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2000:S'^16o Dorument No. : PREVilOOSO'ii^Slo.- . Radionuclide excited 

Phosphorescent material for administering PDT . Chen, James C 
ASSIGNEE: Light Sciences Limited Partnership. Patent Into.: US ^734. 
P^-emi.er 07, " W } . Official Gazette o: the United States Patent and 
Trademark Office Patents, ;Eec. 7, 19-9) Vol. 1229, No. 1, pp. No 
pagination, e-file. ISSN: 0036-1133. Language: English. 
AB "ens-ructs including bars, carsules, reads, and sheets are configured with 
a radionuclide core that emits energetic particles activating a 

-sph-r^sc^nt shell material surrounding the radionuclide ::re so that it 
% * t = -izrhf tc administer light therapy :r PPT. A biocompatible c:-atmg 
that\s ? enerally critically transparent encloses the radionuclide core and 
phosphorescent material tc prevent a patient's body m whi rh the 
Cruets are disposed from beinjf affected by any toxicity cf the 



Pho=.pl-.".r;-soent shell material. In a typical application of the constructs, 
=. ph-'t- -r^a.~tive agent is infused into the treatment site and selectively 
arscO-d bv at normal tissue, for example, m a cancerous turner. Lignt 
emitted by* the phosphorescent material when activated by the energetic 
{articles emitted from the laloonurlide core administers 
photodynamic therapy, which destroys the abr.c rmal . 
ti-su- Da : tioularl-, the reaos, whi rh are relatively small in size, --an 
p, t -.., e --i - .tncnr.a. tio ;e V p r ■: vi d:i ! : « linking mecnar.: sm or. the 
l.i conra- ii Le c : . : i n s: to.ao the be . Is ar. oipled to anoi.odi-s found =n 
. 3 . 0.. n .i ;' u t no- :r . r.ssmal tiss.e. If a gl.ss.3 phi^phor materia,, 

i 0.,. " :C : yO f .. f 4 ;u , ir tc or , :Uca ll^s :l:ped with rr.-:-tal ion, . . used 
S,' t ; v , !! h-sr,no:« oc<--t shell rna:e:ial, the beads or other c:n,truot must 
b- exr-s-d Oo IK or :tner 1 i ah: , oau, _ng e.e ticns that hav-r ueen trapped 
■nud- t-,- glass materials to oomrine with holes, emitting light, of a 
• Wt-r wa—lenrth. The glass phosphor mat-rial is preferable, since it is 
substantially less -.cxic than other types .f scintillators or phosphor 
ma t e r l a 1 ._: . 
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r > 9212:44 Jul. 13, I — . Official Gazette of the United States Patent and 
Trademark Office Patents, .0:1 . 13, 1^9t Vol. 1324, No. 2, pp. HO 
PAGINATION. IS3N: J09S-H33. Language: English. 

L13 ANSWER 28 OF 44 CAP LAIS ODPYRIGHT .LOO 3 AOS 

1 9 99 :7 3oo-'0 Document No. 131:341-87 Controlled activation of targeted 
radi onuclides. Chen, James C (Light 3 enr.es Limited 
Partnership , USA' . P 3T Int. Appl. WO 9 "^0 314 9 Al 1^991113, .4 pp. 
DESIGNATED' STATES: W: AU, OA, IP; RW : AT, BE, OH, OY, DE, DK, ES, FI, FR, 
OB, 3F-, IE, IT, LU, M:, NL, PT, 3E. (English). CODEX: PIXbDl. 
APPLICATION: WO 19^9-US9534 .. - -94 - . PRIORITY: US I- 93 -73s2- 19<980913. 

AB Abnormal tissue or malignant irganelles v/ithin such tissue are destroyed 
hy alpha parti oles emitted hy ndi ::;ucii:ie -ores that are linked to the 
abnormal, tissue. Targeted l<io i o nuc 1 ide beads ea":h includes ,m alpha 
emitter radionuclide -ore to which a plurality of antibody linking sites 
are coupled. Surrounding the linking sites and radionuclide core is a 
polymeric shell that absorb.- ..lrdia particles emitted ;: y the core. A 
reagent is applied to :r mjluded within the polymeric shell. Depending 
upon the material used for t lv: reagent, it is activated toy light of a 
particular waveband that is selectively applied after antibcdy linking 
sites on the exterior of the shell have linked the targeted radionuclide 
t: al: normal tissue m the horiy : f a patient. Certain reagents are 
activated by light in a waveband cc r resp cndm g to an ah sorption wavekand 
of the reagent, while other types o t reagents art activated i y ultrasonic 
energy applied from an ultrasound source. When thus activated, the 
reagent causes fragmentation of the polymeric shell, enabling the alpha 
particles to pass i.nto the abnormal tissue t: which the radionuclide core 
becomes linked. The alpha t articles destroy the abnormal tissue. It is 
also ccntemplated that the radionuclide cere may instead emit beta 
particles, which though less toxic than alpha particles, can still destroy 
the targeted abnormal tissue. 

L13 ANSWER 29 OF 44 CAE LUS COPYRIGHT 2002 ACS 

1999:072027 Dccument Nc. 1 3 1 : 2 9 1 3 5- : Radionuclide excited phosphorescent 
material fcr acimim s t e ring photodynamic therapy. 

Chen, James C. -'Light Sciences Limited Partnership, USA}. POT 
Int. Ap^pl. WO 9952063 Al I9r9c:0Oi, 23 pp. DESIGNATED STATES: W: AU, CA, 
01 : ; PW: AT, BE, OH, OY, DE, DK, ES, FI , FR, GB, GR, IE, IT, LU, MO, NL, 
PT, SE. (English.. C3DEN: PIXYDO . APPLICATION: WO 1999 US2003 19990129. 
PRIOP.ITY: US 13 -8-097 ^b" 19 9304 1.3. 
AB Constructs including bars, capsules, reads, and sheets are configured with 
a radionuclide core that emits energetic particles activating a 
phosphorescent shell material surrounding the radi : nu ol ide core so that it 
emits light tc administer light therapy cr PDT . A biocompatible coating 
that is generally optically transparent encloses the radionuclide core and 
phosphorescent material to p rodent a patient's body in which the 
constructs are disposed from 1 o: na effected hy any tonicity o : the 
phosphorescent ; he.'. 1 miter. LmL. In typical HppI l /at.:, on o :: the 
constructs, a pno t ■ > r ea :t i ^e t n-n* i. infused i.nto * he t: treatment: site and 
selectively absorbed by no. : : , 0. : r.. , sue, tor example, in a tmnceioui 
tumor. Light emitted by tht.< j hospho rei cent material when activated by the 
cirtie t^c particl e. ^m._tt*.:d 1. mm the ntuonu: Lnrie ..or-- udmm.. s t ei s 
photodynamic therapy, which destroys the abnormal 

tissue. Particularly, the beads, which are relatively small in size, can 
re targeted to abnormal tissue by providing a linking mechanism on the 
biocompatible coating so that, the beads are coupled to ant it < cli e= found on 
the abnormal cells, but not on normal, tissue. If .= glass phosploor 
material that includes fused quartz or silica glass doped with metal ions 



preferable, since it is substantially less toxic than other types of 
scintillators or ph:sphcr materials. 
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2002:126744 Dvjument No.: PREV7 0 )2 J D 11 0744 . Method and device for applying 
hyperthermia to enhance drug perfusion ana efficacy of subsequent light 
therapy. Chen, J. C; Wrscrrme, B.. Bellevue, Wash. V3A. 

ASSIGNEE: LIGHT SCIENCE.? LIMITED PARTNERSHIP. Patent Info.: US otl40Dd 
Sept. 2?, 19 58. Official G^tte of the United States Patent, and Trademark 
Office Patents, (Sept. 29, lb3:> Vol . 12:..4, X:. 0, pj . :1:4. ISSN: 
0 0 0 S - 1 1 :' . Language: English. 

LIS ANSWER 11 OF 44 CAELVS COPYRIGHT 2000 AOS 

1998:74 4 -4' Document N:. 1:0:104:: Internal two photon excitation device for 
livery of PUT to diffuse al normal cells. Chen, James C.; 
Wisoimbe, brent (Liaht. Soiei—es Limited Partnership, USA). PCT Int. Appl . 
W-j 9- 0: c - U 0: b 4 Ai 19901 1 12, 2 0 pp. DESIGNATED STATES: W: AU, CA, UP; RW : AT, 
EE, CH, CY, RE, DK, ES, EI, KR, Gb, CR, IE, IT, LU, HC, ML, PT, SS. 
.'English). CODEN: PIXXU2 . APPLICATION: WO 1095-U37726 1^9::0410. 
PRIORITY: US I 9 97 - e c 0 90 - 19970:00. 

AB A rlurality of llaht sources that emit light, having a Ion? v/avelength are 
energized for an extended period cf time to increase the likelihood of two 
phtton absorption by cells that have preferentially at sorted a 
bicrcreaotivc agent" such as rsoralen. The cells are preferably 
microscopic metastatic canter cells that are diffusely distributed 
throughout a treatment, site, for example, within an organ. The plurality 
of liziht sources are arranged in a spaced-apart array, mounted on a 
support plate that includes a plurality of conductive traces. A plurality 
of such arrays are preferat.lv mounted to a flexible sheet that can conform 
t: an outer surface* of' an organ being treated. Because the light emitted 
kv the liaht sources is in the IP. or near IR waveband, it penetrates 
deeply into the tissue at the treatment site. The duration of the 
treatment and the no. of light sources employed for administering the 
therapy increases the likelihood of two photon at sorption ty the 
metastatic cancer cells, whi on has teen shown to activate the 
photoreactive agent to destroy cancer ceils in a tumor, even though the 
characteristic light absorption wa vet and of the photoreactive agent is in 
the UY wa vet- and. 

LIS ANSWER. 31 OF 44 ;?C I SEARCH 0'OPYRICKT 2 i S : 131 (R) E>UELICATE 12 
1999:004i:l The Genuine Article ..R) Number: 0 . 7WC . Synth-sis of porphyrin 

nitrogen mustards with potential ant i- tumor activities in chemotherapy and 

photodynamic therapy. Chen 2 L (Reprint;; Chen J 

R; Wan W Q ; v u D Y. CHINESE ACAD SVI, SHANGHAI INST 0 RGAN CHEM, STATE 
KEY LAB RIC'ORGAN S NAT PROP CHEM, :40 LINGLING LU, SHANGHAI 200032, 
PEOPLES R CHINA (Reprint); MIL MED COLL 2, INST FHARTIACEUT CHEM, SHANGHAI 
o : ;-4 i ; f EEOPLES F. CHINA. CHINESE JOURNAL OF OH EM I 3 TRY (NOV 19 9b) Vol. 16, 
;jo. -/pp. ! 40 r 4 • . Pub.ione:: SCIENCE CHINA rRESS. . •:■ DO' N G H U AN G C H E N 0 G E N 
NORTH ST, BEIJING i:. 17 17, PEOPLES P. CHINA. IS0N: 1 J ". 1 - 6 0 4 01 . Pub. country: 
PEOPLES P r.HINA. Language: Engli^u. 

*A5ST 9 ACT IS ALA I LAB LEI IN THE ALL .913 -ALL FOG HATS * 
A P. o-ietr amethy. - i :■ , .. 7-di [ :■ ' -N,N 2: u ' 1 - 

chloroethyl ) ami ncpropyl ; po rphin and it's : , £ -di ( 1 ' -al kyl oxyethyl ) - 
analogous ;r p o r phyrin-:\i t ro .fen mustards were synthesized for the first 
time. Their structures were determined by spectroscopies a no; elemental 
analyses. Most of the compounds possess both the cheriot he rapeut l c and 
chotodvnamic effects on tumor and deserve further investigation. 



Proceedings of SPIE-The International Society for Optical Engineering, 
1 9 '"2 ( jotical Methods for Turner Treatment and Detection: Mechanisms and 
Techniques in Phot adynamic Therapy V'J, 161-lc7 (English; 1 997. CO DEN: 
P313D3\ ISSN: ■ >i "7 7 - 7 o oX . Publisher: SPIE-The International Sooiety for 
Dp t 1 z a 1 En a i n eeri n 3 . 

AB The ^iim.:iry f:ous of laser based :nc"d. PDT has leen on the treatment of 
skirf and hollow oi :ian tumors. Extending PDT to :ther primary internal 
legions- and metastasis requires a dirferent approach. Liqht Sciences has 
de-el:ped a aeries of semi ooridu ct : r based devices whish will toe completely 
implanted in the patient usinq established, minimally invasive surgical 
techn i ques . Tnese device- are energized n on i n vas i ve 1 y utilising inductive 
coupling. The 11 -jht delivery system will allow the clinician to modulate 
the intensity, spatial :li s tr :.h ut:i :.n, and duration of light delivery to 
maximize the'henelits derived f rem e,*ch PDT drug dose. Sight Sciences' 
reohnol. also enatles Large tumors to be treated in multiple sessions 
without time limitations it. .nr. outpatient setting. Light Sciences 1 
technol. minimizes patient risk and discomfort, is cost c:mpe: itive, and 
expands the treatment options available to the clinician. Avoidance of 
lengthy operations, bene marrow suppression, and an emphasis on organ 
preservation allow this next gene rat. l on of PDT light delivery 'devises to 
he effectively integrated with other forms of cancer treatment, if 
desired. We nave termed our technique "Mu 1 t l - t rea tment Extended Duration 
PDT" (MED-FDT'. In what f ■: 1 1 : wo , I shall descrile Light Sciences' 
techml. and devel :prne:it : t minimally invasive oncol . PDT. 

L13 ANSWEF. 34 OF 44 PTOSIS OOPYPIGHT 2- '03 BIODOGICAL AB ST PACT 3 INC. 
2002: - 1332 Document 10: . : PF.EV2 = :-0„ 0 0 05- 1 3 3 2 . Microminiature illuminator for 
administering photodynamic therapy. Chen, J. 

C.; Swanson, b. D.. Bellevue, VJash. USA. ASSIGNEE: LIGHT SCIENCES 
LIMITED EAP.TNERSH: E . Patent Info.: US 3571152 liov. 5, 159':. Official 
Gazette of the United States Patent and Trademark Office Patents, (Nov. 5, 
199(0: Vol. 1192, IO:. 1, pp . 2 52. ISSN: 0^98-1133. Language: English. 

L13 ANSWER 35 OE 4 4 CAELUS CCTOT.IGHT 29Q3 ACS 

1993:250800 Document No. 118:15-0:00 lepth of necrosis induced by 
photodynamic therapy with sulfonated aluminum 

phthalocyanine in SI 8 0 f ibrc sarccma of mice. Yu, Hongyu; Dong, Rongchun; 
Chen, Jiyao; Cdi, Huaoxin ■ Pep . Pathol., 2nd Mil . Med. Univ., 
Shanghai, 200183, Eeop. P:ep . China). Pr:ceedmgs cf SPIE-The 
International Society f:r Optical Engineering, 1610 ( International 
Conference on Photodynamic Therapy and Laser Medicine, 1991), :D01-6 
(English: 1998. CODEN : PSISDG. ISSN: 0:77-78hX. 
AB In view cf expiana t ic n of '..he result:, that AlSPC-PPT was more effective 
than HPD-PDT to d^striv/ Si^O fil:rosa.ro:m,t (diam. : 8.5 . app rx . 0.8 cm; 
thickness: 0 . -1 .apprx. 9.7 cm) transplanted in white mice, the depth cf 
necrosis of S1.S0 ,arc:.ma m mice in A1SPC-EDT was .studied, compared with 
it ; n HPD-PDT. 7'-; kinds >f HDD wer>? oho-sen as the rontiol 
ohotosensi~ize: s ■ : A!SPC: Pnotofrm I ;P ! , Photosensitizing drug-U07 
;Pfp-007 . Tli^- exptl. :umor. ;n rrlc were cho:.en with longitudinal diams . 
m t he range o: >!. < . .ppix. ..^ cm ana thickne: s in the unge of O 
. atprx. .... Oi cm. A phot os ens .i oi zer ' s d ;. s- of 1 ( 1 mg/og was given O. . p . ; for 
P Z-Ed/l, PSD-m ■: ;.y; , : ,i\d AlSPO-PPT. Toe do^e of c>;p.;,ui»r light ,000 
. apprx. ^50 nm was 1:0 0/ cm, . The exptl. mice were Killed 43 h after PDT 
to get the tunor necrotic depth. The depth is 0.55 . -f- . 0.14 cm (0,30 
.apprx. 0.85 era] in AlSPC-PDT group and 0.35 . -i- . 0.12 cm (0.20 .apprx. 
0.55 cm; in P I- PIT group and 0.36 . 0.11 cm (0.2 } .apprx. 3.50 cm) in 
PSD - 0 07 - PDT group. Tnese differences may he due to *:he difference- of 
dye's light absorLance spectra that AlSFC's mam absorbance peak is at r.75 
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1993:25 07 9° Document No. 118: 1 5 0795 Photodynamic therapy 
""'Ir/twc murine tumor models with sulfonated aluminum phthalccyanme . Yu, 
Hnrgyu; Peng, Rcnochuri; Chen, Jiyao; Cai, Huaixin {Dep. Pathol., 
^nd Mil. Med. Uniov, Shanghai, 200433, Fe:p. Rep. China). Proceedings of 
S PIE -The International Society for Cpical Engineering, 1 01 6 ( International 
Conference in Phc t,: dynamic Therapy and Laser Medicine, A5510. , 354-60 
I English/ 1 593. CO' DEI J : P 3 I 3 DC . ISSN: C277-786X. 

AB Photodynamic therapy PDT ) with sultcnated aluminum 

rhthalccvauine (AlSPC , i.e., AlSPC-PDT, in 2 murine tumor models, is 
'reported^ herein. Encouraging therapy results were oksd. m S180 
fibrosarcoma transplanted in white mice of the Kunming line and m human 
h-pa-o-ellular carcinoma transplanted in ralb/c nu/nu nude mice. The 
-vptl. tumors in mice were chzsen it 0 . .: - 0 . 3 cm in diam. and 0.4-0.7 cm m 
thickness. Phccofrin II (PII and i ho tc sensiti uing drug- 0 07 PSD-007., 2 
kinds of porphyrin deriv. dves , were : , hc-.en as -he contrast 

iv-.coooensitizero of AlSPC. A dose or 10 nig /kg AlSPC or PII or PSD-007 was 
:iiver; (i.r.i. The dose of lijht ■ .3'." ■ ■- 7o 0 nrn; was 180 07 cm2 . "Cure 

short-terrru " was defined as regression of neoplastic tissue tc a 
norsioalpable tumor within 14 days after PDT. "Cure (long-term)" was 
1-fi-ed as absence :L Local ♦ one r C:iue and tumor metastasis cn gross and 
microsooFic^examns . within 1 07 days after PDT. The curative results 
suogest that AlSPC may he a more effective sensitizer than both PII and 

P ■-,!>■ mi': 7 . 
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1993:1.00798 Dicument N : . 113:2 50798 Pathologic observation of twe kinds of 
tumors in mice when photodynamic therapy with 

sulfonated aluminum phtha 1 o oy ani no . Yu, Hongyu; Dona, Rongchun; Min, 
H-n-rbo; Chen, Jiyao; Cai, Huaixin (Deo. Pathol., 2nd Mil . Med. 
Univ., Shanghai, 1U04 33, Eeo F : . Rep . China). Proceedings ol SPIE-The 
International Society for Optical Engineering, 1 6 16 ( International 
Conference on Photodynamic Therapy and Laser Medicine, IrOl), 348-53 
(English) 1993. OODEN: P5ISDG. ISSN: 0277 -736:-: . 
AB Thepathol. changes were oi:sd. in SloO fibr os a r coma transplanted in white 
mice cf Kunming line and in human hepatocellular carcinoma transplanted in 
halb/c nu/nu nuoie mice after photodynamic therapy 

iPDT) with sulfonated aluminum phthal ocyanine (AlSPC). The exptl. tumors 
in mice were chosen with diams. in the range of 0.5 .apprx. '0.8 cm. A 
dose of 10 mg/kg AlSPC was given :i.p.). The dose of light ■♦500 .apprx. 
700 nm) was 130 0/ cm2 . Defeneration of tumor cells, microvascular 
hyperemia, stroma edema, ana hemorrhage were found soon after PDT under 
the microscope and the hyperemia and hemorrhage in hepatocellular 
carcinoma seems more obvious than in 3180 sarcoma. Heavy hyperemia and 
hemorrhage can not always toe seen in the degenerative and necrotic area in 
S : 3 9 sarcoma. With the transmission electron mi.e ros c opi o technique, the 
r:io:: oignificano -u Ly c:n:goi .-.r •• apparent :ie :(-ner a t i coa of the 
mi t ocu ond tn a , o 1 ig: 

; : . • : t - , •• < • of lyuosrmv, fbotn in turn: 
: : : • c deaener a: i. on in the ■ n - - : . ;C : 



t h i - of r u:::i en doo L a sui c re: i cul a, a small 



■r connective cjl.Lagen :r::>e 



• • . A and . n endothelial, collagen 
. al :;one oo the capillary wall and 
slight ed->ma Ln in1;er >:uluLar spa. 



and in the mte t:s ti t. r al ti.rs.e our io ooaoiof c ap i ^ 1 a r i j iroaedoute i.y^ after 
completion of 30 min PDT. Addnl., trie results were lisoussel, combined 
with another study of histochern. on " kinds of -issue enoymes in 
heuat; ocellalar carcinoma, wni oh showed the activities of these enzymes 
r-duc-d from within 30 mm to within c h after Al S P 3 - PDT , in which the 
activity of SDHase wis reduced most prickly. The patnol. study suggested 
a cellular membrane system, esp. mitochondria, was probably one of the 



a 
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^cv-SCner Document Nc . 118:150796 A study en biological effects of 

sulfonated chlorcaluminum i hthalocyanii.e in a transplantable mouse tumor 

S130-. Chen, Jiyao; Chen, Wen; Deng, Rcriuchun; Yu, Hongyu; 
Cai, Huaixm (Fhvs. Dep., Fudan l'n.:v., Shanghai, 200433, Ee:p. Rep. 
China 'i . licceedmqs of SPIE-The International Society foi optical 
Fncrneenriq, 1 6 1 o ! I nt e r na 1 1 onal Conference on Pho t odynami c Therapy and 
Laser Medicine, 19H1), 319-25 (English. 1993. CO DEN : F'SI 5*D 1 ; . ISSN: 

AB Sulfonated chlorcaluminum phthal ocyanie A 111 DCS; has leer, considered as a 
new p \ nt'" sensitizer with promise for use i.n photodynamic 
therapy (PUT) of c-mcer. In this work, b i : 1 . effects were studied 
m m:r, 1-paiinq S180 turner , It was f-und in tissue distribution 
measurements that ALCLPCS is selectively accumulated m tumor, the peak 
-um-r -T—ii. of A1C1ECS occurs 30 h after .administration, with a 
r uril -T-skin ratio c 1: 3:1. The spectral transmi t tance measurement in 
turner, carried out in vivc at 4s h alter administration o: AlClPCS at 10 
mg/Vq] shewed that AlClPCS accumulation m tumor affe:t.s the light 
penetration to so mo extent at its 371 nm main absorption peak, but the 
transmit, tance at 675 nm is still. c:mr-arable to that at 63( nm, the 
Vos -'-p- 1 -.r- p eak " f HE:j! ' Temp, measurements in tumors exhibited that the 
temp^ increase is minimal under 10= mW/cm2 irradn. The tumor response to 
AlClPCS photodynamic therapy was en couraumg . The 

-.ure r^te of tumors 'in mi -e ) reached o0- on such ccniiticn that the 
I-^dn dose of ted light was 130 S/cml and the dose :i AlClPCS 
administration was 10 mg/kj, showing AlClPCS has the potential to become 
:: a n d l a a t e f o r c 1 i n . pho t odynami c therapy • 
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1993:150793 Document No. 118:250793 Mechanism of photodynamic mactivation 
'of nepatocarcmoma cells with sulfonated aluminum pht nalocyanine . Yu, 
Hong-u; Doner, Rongchun; Chen, Jiyao; Chi, i-uaixin (Dep. Pathol., 
Oid'llil. Med. Univ., Shanghai, 2004 33, Feop. Rep. China). Proceedings of 
SPIE-Tne International Society for Optical Engineer in :r , 1 nit ( International 
Conrerense on Photodynamic Therapy and las^r Medicine, 19-1:, 259-05 
..Snolish) 1993. COD E.N : PSISDG. ISSN: H77-786X. 
AB The mechanism cf photodynamic therapy ! PDT) with 

^ulfonnted aluminum p hthalocvamne (A1SPC) studied with the human 
hepatocellular carcinoma cell line in culture herein. Phctofrin II (PII) 
was chosen as the ;:,r.trcl p hot csens iti ze r of A1SPC. Deuterium cxide 

D2C:, an enhancer :>f singlet :xygen (101), 1 , 3-diphenylisobenzof uran 

DPEF;, a quencher of 102, glycerol, a quencher cf OH radical (OH.bul., 
superoxide dismutase (SOD!', a quencher :: 12- radical -;02-.bul.), 
diethyldithioccrbamate (DDC), an inhibit::- of SOD, and glutathione 
p.er^-vdas^, wei e mtrcduced int.) roth the processes of p he to dynami z 
ir a-— aticn of human live: cancer sells in culture with A1SPC (A1SPC-PDT) 
cc:i w.,ch PII (i::-PDTi. Tee results sic re, t that 102 :._s dominant ly 

:vc~ t—d in botn PHI- DDT and AI3PS-PDT, :2.bui. is ir—cl-d in AlS?< 
• - : a . -wer dene.' • :..c. 1C2, while ilr.ost n :t involved m PII-PDT, and 

jH.;-/;". : ; i n v C D-ei : n P I I - F IT *: o a '..ever: iegree than 102, while- almost: 
: iC : involved in A1SPC-PDT. 

D13 \NSWER 4 0 IF 44 EMBA3E OIPYRIGHT 2)03 ELSEVIER SCI. B . V . DUPLI SATE 13 
^315147.; EMBASS Document: No.: 1^95151472. Studies on pharmacokinetics of 
*ul.f Omated aluminum phthal vyanme in a transplantable mouse tumor by 
civ- fluorescence. Chen J.-Y.; 3hen VA ; Dai H.-X.; Dong R.-C. 
Plr.vics Department, Fudan On i ve r s 1 1 y , Shangha i UOl^S, China. Journal ot 
Fh:;tc?hemistrv and Edict obi ol cay B : Biology 13/2-3 :lS3-237 ; 19^j. 
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in vivo method. In vivo fluorescence measurements were made on the hind 
leqs of mice, one leg bearing a tumor and the other, without a tumor, 
being k ;sed as a control. These in vivc- data were compared with the results 
obtained from in vi t r o extraction fluorescence experiments. The results 
obtained bv tne two methods showed remarkable agreement, both procedures 
d-oionst ratlno that tr.e z : ncent r a t i on of AI PCS m the tumor was 
s.oi tant Lally higher th:ir. mat in muscle. In notn oases, the maximum tumor 
to muscle AI PZS c on rent r a t: 1 on ratio occur re :1 at 2 4 - ":> 6 h after drug 
. ;i ;hini; tr:it.i on. The ,:u:e-:-neot between the m viv: and m vitro 
r;lr :, £ ui emerito show.; ::oat; One viv: \ 1 u o r es sen oe : e cnni oj ,ie can be used 
succea- fully in pr.armacok inet.i c st.ours of me t a Ho- p»n t h a 1. o cy a n ir.es in a 
sarerfioial tumor model. The in vivo t ecouoj guo h,i,.. the advantages of being 
r,u i i and o orovem enr . 
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PrioToSENSITIZER TISSCE 0 1 STRI RCTI ON J N MI !'E EEATdNO 3180 TOMoR SENSITIZER 

WITH SAC R - T ET FAS R L EO R HTKALOC YOU 1 K E . CHEN J Y (Reprint); YAO H 

V; OHEK W; LONG P. C; CAI H X . r SPARC UN IV, DERT KUO [, SCI, DEFT E'HYS , 



ShtRNOHAI 2 • A A ; *• , RE OR RES R 3HINA Rei r iut . ; MI R KER CoL 

amat, shanohai, probers r ka. intefinationar Oonfnar 

BIOLOOY (CRN 19 02) Yo I . el, IS: . 6, RF . 7 7 3-77-3. 1S:?K: 0 
:::untr\-: PEOE'RES FiERUBL I 2- oF CHINA. Lan;iu.^: EHCRISH. 



, RE ft l ath : r 

>r FAT 1 1 AT I 1 I'M 
■2 0 - 7 1 6 . Rub. 



L13 ANSWEF. 42 OF 44 MEDLINE DUPLICATE J . 

92119'-" Eicurnent Numrer: 0 .2 i 1 0 o - o . Fur Med IR: 18:7 4 9 3. Stuolies on tne 

ph: tocnemioal and p h : t ocyt. : t : >:i c pr:perties of the new IDT ph otcseiositizer 
aluminum sulfonated ph tna 1 o oy 5»ni ne . Chen J Y ; Xie P.; Chen S M; 
Ru F 0; Chen ?' T; Ca i K X. ( Rep a r tmen t of Physics, Fudan University, 
Snanrnai, £.?.. China. ) CANCER SIC SHEMISTRY BIOPHYSICS, (1-9. Aug! 12 (2) 
12:;-10. Journal :o: de : 7:0-:^4. ISSN: 0 :■ 0 : - 7 2 ?-2 . Pur. c:untry: EN G [AMD : 
Uu i t e d IS i ngd : m . La n ;i u a :e : En :j 1 i s h . 

AB The prcperties of pu o f. o £ en.: 1 1 i za t i : n of svlf:nated aluminum r :o thai o cyanine 
iALSPC), a nev: p h : t : s -no i t i ze r of potential use in cancer 
photodynamic therapy I ?E>T I was s tudied on be th the 

m'l-oular and cellului levels. The me oh an Urn of! ALSPC phct : sensitization 

<f 

productcion, usln; the metric d >o- f trypt:phan 
aea rotation and chat of ESR coect rose : py and obseivin? the enhancing 
etfeot of RiS and one quenoning effect :f N a N o . Reoults of all these 
experiments oenfirmed the imp-ort.ar.t rile : f the Typ-e II or ISO mechanism 
in ALS F C pTiOto sens it i zati on . In our in-vitrc experiments, ALSE'CVs 
i o. oo: rpor at.ion mt.o oello and its pho t. : cyto t c xi c errect were investigated 
on a human liver oanoer sell line. The ::e . 1 incorporation was illustrated 
loy the laser-excited fluorescence speo:tra emitted Lotn from cell 
hemoaenate and cell monolayers incukated with ALSRC aomeous solution. The 
: . s:o ion of f 1 u o r e s sen oe pea-: oh served, implied that ACS PC exi,:ts on the 
-el Ls mainly as monomers. The etf i cieucy ot oell -vllLiig at ARSPC 
{ iiotcoenoioio-itioo wa.=. estimated by counting survivino: ceils with the 

labelling. Expei liner, t ... using tne iaot-r met ho; d also snowed RNA damage 



oi, the moleoular level wao investigated by teotmu its efficiency 
singlet oxygen 
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1991:-:.02ill Dcoument No. 115:002111 Experimental study of the phctckillmg 
effect of a new photosens ; t i zer , aluminum phthalocyan ine, on human 
hepatoma oell lone, Ru, Radu; Zhan, F . u :oh o;; S.o, ':: n u ; Sou, R-::hen; 
Chen, Jiyao; Cat, Hua ixin A ep . Rathcanat . , 2nd Mil. IRd. Coll . , 



vitro. ALSPC was not cytotoxic even at 100 .mu.g'mL. In photosensitizing 
expts. with different irradn. wavebands, the red waveband ha.i the most 
marked killing effect, whicn coincided with the peak abs:rptir>n band of 
ALSPC. As the best penetratirn v/aveband for human body tissues is looated 
in this red region, ALSPC has a potential value in clin. application. The 
phot ^sensitizing inactivation of cells was also estd. by [ z H ] CDF; 
raai-ois ot ope 1 hi el i ng method, on firming that ALSPC had photo-killing 
ability. ALSPC had almost the same pnc t oki lling activity on oancer sells 
as HPD. 
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:224 6t4 Document No. 114: I 2 4^:4 A comparative 
r h-ot osens iti za ti .on by aluminum sulfonated phtna 
h e ma t. o p o r p h y r in d e r i v a t i v e s . Chen, Ji y a o ; C hen, 3 h i mi n g ; C n e 
Kaitai; Cai, Huaixin ( PLys . Def . , FudanUniv., Shanghai, Peop 
China). Shengwu Huaxue Yu Shengwu Wuli Xuebao, 22 '5), 477- 
.920. CODE! J : " SKWPAU . I SSU : C 5 3 2 - 9 3 7 9 . 

Ph; tosensrcizati on ty Al sulfonated phthale cyanine (ALSPC) wa 
compared with that of the p note sensitizer HPD, which is wide.l 
present in the photodynamic therapy (PDT) of cancer. 
Pe-ult.5 from in citio cellular expts . showed that, when irrad 
light, the photc damaging effect en human cancer cells b 



re. 



photo sensitizers (usincj the same sensitizer concn.j, is enh, ; 
in orea.se in irradn. dose and with an increase in time of incu 
cells in sensitizer serins. At lenger incubation times, their 
efficiency were close to ea oh other. When exposed to room li 
damaging effect of ALSPC is weaker than that cf HPD, showina 
1 iorht--. induced detrimental side effect, which is desirable whe 
PDT. ESR. expts. on a sukmoi. level showed that singlet 0 (10 
intermediate product in the phc tos ens i ti zation reaction of be 
photcsensi tizers . Under red light irradn. with the same dose 
of 102 in ALSPC p hotcsensitizat ion is higher than that of HPD 
to ALSPC s higher aosorliance of red light, but its quantum yi 
than that of HPD. 
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AN; WEE i vE 11 ERA: IS CO; YRIGH7 2 0 0 3 BIOLOGICAL ABSTRACTS INC . 
002:457 604 Document No.: PREVC 00. -004 57 604 . Antibody 

conjugate kits for selectively inhibiting VEGF . Thcrpe, Philir E . ; 
Brt.-kken, Rolf A. . ASSIGNEE: Board of Regents, The University of Texax 
System, Austin, TX, USA. Patent Info.: US 6416758 July Or, 20;2. Official 
Gazette cf the United States Patent, and Trademark Office Patents, (July °, 
2002) Vol. 1260, No. 2, pp. No Pagination, http://www.uspto.g0v/web/menu/p 
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regression, and yet have improved safety due t: their specificity 
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provides new antibody- 1 as ed c omp ■ os it 1 :ns , 

, r Vt ooo Is f:r treating ca:i:er and other angiogenic 
■; irnmun o ooniu'fate and rridrug c :mp : s L ti ons . 
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; YoPYRISHT 2 003 BIOhoGlCAL ABSTFACT3 inc. 

EhRElY Y2 CO : 7 Antibody 
: for ,-rle::ively inhibiting YEGF. Tnorpe, 

SSICNEE: Bo.^rd : f Regents, The University of 
Into.: ■-■S o: 4 22.1 1 January 2?, 2'Y2. OYfioial Gazette 
Patent: and Trademark Office Patent s , (Jan. 2?, 2002) 
N: Pajii.ati-n. http : / / www. uspt o . go v 'web /menu/ patdata 

. _ . _ . ':Qr : - L 1 :'■ : . Language: English. 

excelled are antibodies tha: specifically inhibit YEGF binding 

;: : only one ■ YEGFPY ) of the two VEGF receptors* The 

antibodies et: e:t i Vrly inhibit angi oojenes \ s and induce tumor 

: eoire^ion, and yet have improved safety du-r t :> then specificity. The 

r-resent invention thu;- provides nev; antibody --La; ed compositions, 

methods and ozmbiioed pr:t.c::h : :. r treating cancer and other angiogenic 

diseases. Ad van t a ge : us immuii o o on : uga t e ana prodrug compositions and 

methods usirvr the nev; VFY4F- --pe :: : f i :: antibodies are al.se 

p r ovided . 
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Solid tumor grcwth can be inhibited by targeting its nec vas culature 
with vascular endothelial growth fact:-r [VEGF) -toxin fusion proteins 

FPs), but these agents nave been limited by their inability to localize 
at the turn:r site. In this study, we revised a gene therapy approach 
intended t :■ deliver: VEGF-toooin directly to tumor. Antigen- sr. ec i f i o 
cytotoxic T lymph: oytes CTLs : ser-ed as vehicles to deliver a re:.rcviral 
VEGF-t-ixin fusion w:ote.in to its specific leukemia :el.l target in vivo. A 
retroviral vectir v;as -.instructed ror gen- therapy with VEGF p:sit.h;ned 
downstream cf its ,.7-umlno acid Leader sequence, which pr:moted seer 
■:f a catalytic immun : t ox m nt a in.: ng either truncated diphtheria to 
Rseudomonas -xotoxon A. \ T EG= was :icsen en the bails of the expression of 
VEGF receptor on end: the J i al cells in the tumor 

ne.: vasculature. The- VEGF F? was first expressed and secreted by mammalian 
LIH 37 ceils. 1 n t t a oe 1 1 ul a r expression cr koth VEGF and toxin was 
verified ky i mmuri : : luo r e,: oe:o :e . In vitro, s upe r natants oollected from 
r ransf e r.ted coils s pe oi t : oa 1 .1 y inhibited the growth of VEGF 
r e cep t o r - e x p re? si n a it v;n La n umb t 1. 1 z a .1 v e i n e n d o t n e 1 1 a 1 sell s 

■.HUVEC'S', rut not a control cell line. In vivo findings correlated with in 
vitro finding*. A retroviral vector oontaming the target jene and a nerve 
urowtn facte r recept-i (IIGFR) reporter ?ene was used to transiently 
rransduce Tlo, a C2& \ - ) CTL lone that specifically recognizes 01493, a 
letha7^CS7BL/o myeloid tumor. Transduced 01:" cells i n j e ot ed in t ravenous J y 
si ^ni f i cant 1 v inhibited the growth of subcutaneous tumor, whereas 
r.nn-nransduced controls did not. Together, these data indicate that gene 
therapy of T cells with retrovirus containing a VEGF- immuno toxin target 
-,ene ma'/ be a valid means of inhibiting a broad range cf solid tumors 
dependent on an z\ i tgenes i s . 

L17 ANSWER OF 11 CAr L.U:: COPYRIGHT 2 COS ACS 

2002:172231 Document Mo. li" : :.7=..:.4 Molecular Vehicles ftr Targeted Dru? 

Delivery. Eaooer, Marina V. ; Aloise, Renee; Przekop, Kristen; Stodetov, 
Konstantm; Backer, JoserOhM. OSibTech Inc., Newington, CT, 06111, USA). 

:), 462-467 (English) 2002. CODEN: BCCHE3 . 
American Chemical Society. 
AB Targeted druor delivery by eel 1 - speci f ic cytokines and antibodies 

premises greater drug efticaoy and reduced side effects. We describe a 
novel strategy for assembly cf drug deliv-ry vehicles that does not^ 
require chem. modification of targeting proteins. The strategy relies :»n 
a none :va lent. brnnn:i of standardised "payload" modules to targeting 
proteins expresses with a "do -king" tag. The payload modules are 
constructed by linking drug carriers to an adapter protein capable of 
binding t-o a docking tag. Using fragments of bovine FNase A as an adapter 
nrotein and a dc:krna tag, we have constructed vascular endothelial growth 
factor O/SGF; based vehicle.-: for gene delivery and for liposome delivery. 
Assembled vehicles displayed remarkable selectivity in drug delivery to 
oells : ve rexpres s ing VEGF receptors. We expect that 

■ur stra:e:iy oii; : - - m: 1 : y • i ! : t.t ;e:ed delivery :f many ther apeu t L :: or 
r in.: agents by : > r . ::>.: . u t;r::eti::og protein:. 

lit ttiswEr a cf . .. to: -oco .v cv ! yr;o;lt loos i.-i r r \) 

2 ? : ; 5 6 The Genuhte Art icl.e : R Number: -Ajyop. Tumor - tar ::et ing properties 

■t antibody- va.3cul.:ir r-r.a^trieloa. groo;tn lioto-r i.usi on pi item.:. 
KalLn 2; Niesner U; Yilluni M E; Zardi L; Neri D (Reprint.). 3wiss Fed Inst 
Oecnnoi, Inst Ph a rma ceut S::i, Sldg 36 M14, VJinterthurers t r i33, CH-3057 
Zurich, Switzerland (Reprint); Cwi^s Fed Inst Technod, Ir.it Pharm^ceut 
Coi, :H-3o57 Lunch, Cw.i t zerlan i ; Na:l Inst Cans Res, Lab 3ell Biol, 
genoa, Italv. INTERNACOjNAL JOURNAL OF 3ANCEP [10 NOV 2u'oc Vol. 102, He. 
o, pp. 109-116. Publisher: WILEY-LISS. PIV JOHN WILEY & SOUS INC, tOb 
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i = th^ prr-r per.etraticn ;f antibodies into tura:r tissue. 

Vasoactive immune conjugates have teen proposed as a means zi increasing 
antibody uptake m tumors. Ir. principle-, VEGF (alsc kn:wn as 
vascular tensility fa=t:r) c:»uld selectively alter vascular 
termearility, leading tc ;mprf.-ed turn:: targeting. A prssirle role for 
VE'SF in the taraetin? ot tumor ne: vasculature has keen postulated, based 
r n <-he cverexpressicri of VEGF receptors :r. tumor 

Gdthelial -.ells. H:vevei, «uant i v at. i ■ -e hi :> - dis t r ibut i : r. studies on this 
,,-, P =c ai- net. available. Ir. this repcit, we describe the cJonincj, 
"■"•pre"i..i .-ha>-a<-terizat:cr. and tic- s* i it uticn in tumor- bearing mice of 
antibodies' fused to either VEG-.12H) ,r VEGF. 1*4) The MAr . 

raiments chosen tor ar.alvsis were sc*V(Ll», specific f,r the ED-B domain 
R •dr.r.ectin, a marker R an.jio^r.esis, and scFv ( HyHEL- 1 0 ) , a negative 
-.r.trcl antibody cl irrelevant specificity in mice, neither 
U v- 1|llu ,,,ted VEGF nor scFv •' KyllSL- 1' 1 ) -\'SGF fusion proteins showed 
a -.-umulation _n the turner !tumr:l Iced ratios a PP rox. 1. at 4 hr and 24 hr 
,,-st'ri-dior.' . 3v contrast, s .:Fv : 21 r ; VEGF '120) but. not 

=-.-Fv(L"l : -.i-VEGF.io4) shewed significant accumulation m tumors ( tumor : bio :.d 

} ■■ H t- '-4 hi ! v-ut v?as not superior tc uncorougated scFv(L19). 
PiGnwri.-.n of unlabeled scFv ! L- S- ■ -VEGF { 12 0 : P n:r tc .administration of 
. ,,-iiolar-^l-d luuicn E .rote;n led tc increased accumulation of radiolabeled 
s z?vlL19: - VEGF-; 12'"') m the tumor tut. only at very high concentrations '20 
mu j/mcuse ; . ■ C ; 2002 Wiley-Liss, Inc. 
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2001: '-15506 Document No. 1 -'5:122464 Cyclic peptide inhibitors ot VEGF, 

"EG — C and VEGF - I', preparation methods, pharmaceutical compositions, and 
M.erapeutic use. Adien, KarcG.; Hughes, Pi chard A.; Stacker, Steven; 
r.--ndron, Angela (Ludwiq Institute for Cancer Pesearch, USA; . PCT Int. 
Appl. WO 2001':52-375 Ai " 20',10726 / 122 p.p. DESIGNATED STATES: W: AE, AG, 
AL, AM, AT; 

rk, dm, 

EE, KG, EP, 
ME, KZ, KG, 

r\\. UA. UG, 
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?s! It! I2R Mg! Ml! MR-', Ne! KL, PT, :?E, SN, TP, TG, TP. (English). 
ooDEM: PIEXE2 a dpi ."tj . w~ "• •: : :'. I - RS ' r - .": s 2C010118. PRIORITY: US 
2000-PVl^ ^ _ .. . ^ - - 

r ~ e invenncn provides ir,:-r.or:vr ric r;.:-n.: cyclic peptide inhibitors and dimeric 
■■-C7--11'- ^r + "id" inhiintors Lase.l :n exp:.^d loop fragments of a growth 
;: ( :;, L prcrei::, e.a. locp 1, l=cp - o:: 1 :oj- 2 of VEGF- D, as well as 
nv-jth^ds :: r ma^in? t.hem, phao^er c:-:arns. contg. them, and 

r. i"i e r a }. e u 1 1 - i o h : i s of u s . 
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i .,,',,]/ ,,; D ir.T. ien - Ih: . : ! ::222:c2 o.:.n lie - 2.a::.L antibodies 

• — ; r:.. : *::.e :vniu-i va= 'U^t e:o ; rihel i ^. growth fart— roceprcr-2 

' 'EGEP'.- ^ 1 K2R . 3 )el iicV.e, A . • . ; Ne:ch, l-ert-ert; Tesar, Micnael; 2ayon, 
;....,..=.>• Grs.rL .:nir: fue: i-.i = ; t e chr log. sen-: Eoi schung n.b.PA ' GB E i , 
•.A./,,../ . Apr J . E? 11: 0^2 Al 2 . 2 L L-G? 05 , 35 pp. DESIGNATEG^ 

2-i TATE:-' : R: A: 1 , BE, Z\\ f RE, 2?:, o , ER, 2-, GR, IT, L2 , LG, RL, 2E, IPG, 
PT, IE, SI, LT, LV, EI, RG . English) . G-" LEK : EPXXjW. APPLICATION: EP 
^■)00--l ')4 082 2-)0 3022 : . 
AB The invention relates t := specrfi:; single - :Gaiii antibodies 

(.scrv'sj reconizma the human Va. culsr en loohelial growth factor 
receptor-2 fVEGFR- 2 '■■ KDP := v;hich sh :w n :: cr:).,s reactivity to the human 



VEGF- receptor 



r EGFP - I '! . The .cFv's hav/e clin. 



L17 ANSWER 9 CF 11 MEDLINE DUPLICATE 1 

20011'. T 7-i66 Document Number: 2103^018. PuhMed ID: 1 1 1 9 3 1 0 . feneration and 

:h,iracterizat: :>n of recombinant vascular targeting agents from hybndoma 
-ell lines, G-.ttstem C ; Wei 3 W; Ober B; Thorpe P E. (University of Texas 
.Southwestern Medical Center, Dallas, TX, USA. . claudia . g ot t s temOuni- 
h:eln.de) . B lOTE im'I jUE3 , (2001 Jan) 3t (1) .190-4, 19b, 15 5 passim. 
Journal code: 5 3 0 »: 7 ^ 5 . ISSN: 0736-620c. Pub. country: United States. 
L angua ge : En j 1 i sh . 
AB Vascular target in j agents (VCAs'i can be produced by linking 
antibodies or antibody fragments directed against 

endothelial c-11 mai kers too effector moieties. So far, it has been 
necessary to t reduce.- the o.omp>:nent£ VTAs (antibody, 
antibody fragment, linger, ar.d effector; separately and, 
subsequently, to conjugate them by biochemical reactions. We 
devised a cloning arid expression system to allow rapid generation of 
recombinant VTAs from hybridoma cell lines. The VTAs consist of a single 
chain Fv antibody fragment as a targeting moiety and either 
truncated Ps eadom ona s exotoxin (resulting in lmrnuno t ox ms ■ cr truncated 
human tissue ta:tor 'resulting m cooagul l gands ) as effeotors. The system 
was applied t: generate re-:: oml: in a: it immune toxins and ooagul i gands directed 
against, endogli.n, vascular endothelial growth factor ; VEGF J : VEGF 
receptor (VEjFPi complex and vascular oell adhesion molecule 1 
■:VCAM-1). The fusion proteins exhibited similar functional activity to 
analogous k i ocoiemu ca 1 constructs. This is the first report to describe the 
generation and characterization of recombinant coaguli gands . 

L17 ANSWEP 10 OF il EMEA3E COPYRIGHT 200 < ELSEVIER SCI. B.V. 

200127h3994 EMBASE VEGF- VEGF receptor complexes as markers 

of tumor vascular endothelium. Brekken F .A. ; Thorpe P.E.. P.E. Thorpe, 
Univ. of TX Southwestern Med. Ctr., Department of Pharmacology, Simmons 
Cancer Center, 6000 Harry Fines Blvd., Dallas, TX 75390-9111, United 
States, pbilip'. thorpeOutsouthwestern.edu. Journal of Controlled Release 
74/1-3 ( 1 7 3 - 1 e 1 j 6 Jul 20'-'l. 
Rets: 44. 

ISSN: 91. : 8-36o9. CODE:]: JCF.EEC. 

Publisher Ident.: S 0168- : G : o9 : )1 ) 00333- c . Pub. Country: Netherlands. 
Language: English. Summary Language: English. 
AB Vascular endothelial growth factor 'VEGF; is a primary stimulant of the 
vascularizati.cn of solid tumors and has therefore been the fecus of 
intense research aimed at blooxing its activity in solid tumors. VEGF 
production by tumor sells is induced by oncogenic gene mutations and 
hypoxic conditions inside the tumor mass. VEGF receptor 

expression on -:id : the 1 ia.1 cells lining blood vessels in the tumor is also 
.induced 1: y hyr oxi.i and the increased local concentration of VEGF. 
Therefore in the tumor mi or oeir/i r ■onment there is an up regulation of both 
VEGF and it.:; : ---cep t c r lea d: na *.c ; high con :ent r a t ion of occu.pied receptor 
Hi tur: i • ' i : -c I a : end o t:.e 1 :. ..cm . Th- VEGF receptor 

oontGex VEGF- ' 'EG OR } present.: in GJ. r a ct :. ve target foe: t:he specific 
delivery of d: .gs or otner el : -:ct -.n to turner endothelium. Herein we 
i evi.ew the de^. ■ lot inent o: niDiiu :lo:.al antibodies that ox.ecti' r eiy 
•nod t= the VL -F-t'EGFR c. ; th*-.r use as targeting agents thcC. selectively 
kind to VEGF activated II.:. d vessels. Ad dit: .c rial ly, we summarize the 
properties of ..C3, a novel monoclonal anti-VEGF antibody that 
blocks VEGF fr:m Finding to VE .;FF,2 but not VEGFF.l . 2C3 may be utilized as 
both aii anti--ar.gi<- genie agent by inhibiting VEGFR2 activity and 
potentially a; a vascular targeting agent by binding to blood vessels that 
expres, the VL^F-VEGFRl complex. . COPYPGT. 2001 Elsevier Science B.V. All 



Agus, David B. ; ScheinLerg, David; Roberts, Wendy; Zelenetz, Andrew D. 
(3l-:ari"Ketterinq Institute fcr Cancer Research, USA . PCT Int. Ap pl . WO 
9^7 98 1 Al 1^951 lie, 4j pp. DEO 1 GNAT EI 1 STATES: W: CA, J?, US; RW : AT, 
BE^ .-H, CY, DE, DK, ES, EI, FR, G3, GR, IE, IT, LU, MC, NL, PT, SE. 
{English-. GO DEN : PIXXD2 . AEPLICATIOK: WO 199 ^ - U S 1 J 0 6 0 19-90507. 
PRIORITY: US 1 9 ?6- E-4 87-, l°980:0o. 
AB The authors di solos- t.:eatrner:t : f r:on- Kodgkin 1 s lymphoma (NHL) by the 
administratis ■: f CP20 itself, :r an i rnmunogeni z fragment cf the 
extracellular domain, coupled t; or administered with an antigenic camei 
moiety such as neyhc le limpet hemooyanin (KLH) . This results in the 
stimulation of the prcdn. of p'dyolonal antibodies against CDUt 
(;r an iinmun o q eni c fragment thereol) whi oh has the effect of reducing the 
n:. :f B- cells, including malignant b-ceils. A similar approach may ke 
used for therapy of :ther diseases and conditions in which target ceils 
possess a transmembrane protein. This would include, for example, 
HerC/neu, VEGF receptor, epidermal gr:wth facte r 

r'rcert :i, the OD19 m: 1 . , l nte r 1 euki n- 2 - recep tor , int e r 1 eukin- -b- receptor , 
and the P- gl y o : p r otei n , also kn;wn as the mult idrug- resistance pre tern. 
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19 Dzcument Nunler: 92-. PubMed ID: 1 04 0 3 9 =5 . P 

:ular endothelial irowoh fast or secretion by human retinal 
era the li urn and localization ; f : vascular endothelial growth fa 
receptors on the inner cho ri: car i 1 1 a r i s . Evidence for a troph 
relation. Blaauwgeers H G; Hcltkamp G M; Rutten H; Witmer A N 
Partanen T A; Alitalo K; Kroon X E; Kijlstra A; van Hinsbergh 
Schlinaemann R O. iDerartment: of Ophthalmology, Academic Medi 
University of Amsterdam, Amsterdam, The Netherlands. ) ^AMSRIC. 
PATHOLOGY, (1 999 Aug) 1:V (2) 421-8. -Journal code: 0 370502. 
0002-9440. Pub. country: United States. Language: English. 
The retinal pigment, epithelium ■' RPE ) maintains the choriocapi 
in the normal eye and is involved in the pathogenesis of chor 
neovascularization in age-related macular degeneration 
. Vascular endothelial ojrownh factc-r~A ( VEGF ! is produced by 
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2l)02 : C -Y4 111 Do curuent No. 118:2 1413 Phot cYmmuno therapdes for cancer using 
phot. : sensitizer lruriun occ in ugates and combination therapies. Hasan, 
Tayyara; Savel lan : , M,,rk D.; Skobe, Krhaela (The General Hospital 
Corporation, USA-. EOT Int. Appl . WO 2002100326 A2 20021219, 123 pp. 
DESIGNATED STATES: W: AE, AG, AL, AM, AT, AU, A2 , BA, BB, BG, BR, BY, BZ, 
OA, OK, ON, CO, CR, CO, CI, DE, DK, Ell, 01, EC, EE, E3, FI, GB, GD, GE, 



AE 



GK, Gil, HR, HU, I E 1 , 10, III, IS 

LT, LU, LY, MA, MD, MG, 1*1 K, Mil 

FY, SD, SS, SG, SI, SK, SL, TJ 

YU, ZA, ZW, AM, A.",, BY, KG, K2 

cg, ci, cm, 0y, de, dk, es 

mr, i ie, nl, ft, se, sn, te), tg 
appekcatecn: 

.0 Ol : Jl; US 



JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 

MW, MM, MZ, NO, NZ, OM, PH, PL, FT, FY, 

TM, TN, TR, TT, TZ, YA, UG, US, UZ, YN , 

MD, FY , TO, TM; RW : AT, BE, BF, 5 J, OF, 

FI, FR, GA, G3, GR, TE, IT, LU, MC, ML, 

TR. 'English}. CODEII: PIMMD2. 

2:>C-J-' T 31 3Y-:'. 20020501. PRIORITY: US 2 0 0 1- PY2 3 7 7 c 7 
( 1 - POO • 3 9c i ,0O 1207 . 



'I-; v =. present icven ' i .ct o s t.o phot-sen. it 1 ze r i mrritcr: ton 1 u oat e com] 

.■: .mbir.a*:i :n : r. Y 0 for use m cantc; related p:io t odyr^mi c 
o rea* nents an;; : ; ; : : . . : .: • iiotcicus. Phc t : . eit i r t 1 z e t ,i rjircicceio ugates 
■ .mp:.; e mg a r u:. t , : : 1 z • • : .conjugated t; a termor ~sp .:;ci t ic and/or 
: umo:. 1 ::idal antibody c.c pr crsses tor tlo- ptepn. oh- 
dt..' .:■ ci ibed . The u.-. e c : p-hotos c:ns i ti zer imnun 0 co na ugat 
jmpcrut'ed photo: s ens i-:i zer delivery specificity for diagnostic and 
therapeutic appY 1 ca ti uns . In examples provided, p-rep.n. of PEGylated 
verteporfin (BPD-I1A -antibody conjugates is described and 
ie,; uht on its cellular uptake, subcellular localization, phctochern. 
properties and cytotoxic pYo t sdynami c action presented. The antitumor 
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367-L : 84. ISSN: 0015-5632. Put-, country: CZESH REPUBLIC. Language: ENGLISH. 
'ABSTRACT IS AVAILABLE IN THE ALL AND IALL rOFUATS* 
AB Diu: targeting is an attractive new approach to killing 

,:ar.cet veils v/hile leaving ncrrnai tissue unharmed. Re cent Ly we have 
devel oc ed a nev/ generation of antibody- ta r get: e d 

muuunoiuppres^r/e ■ cy c J.c sp o r 1 n A- and cytostatic ( daunomyciri , doxorubicin) 
■Aruzs and p hot :;ens i t izers (chlonn e ■ 6 ) ) effective in vitro ami 
m viv:. The drugs and the targeting antibody 
p»clycl:nal and men ; clonal ) are conjugated to the ol igopept i.di c s^de 
;hriir..:. of a w.-iter- s : luble synthetic carrier, ::p:dymer :>f 
N- . 2-hy droxypr or yl ) methacrylami ie . The c :mp .: si t i :>n c f the side chains 

the stabili ty ■:. f the linkage between the druj and trie polymeric 
carri-r in the \: lo oos t ream and its l nt ra 1 y s : s oma 1 degr a dal: 1 1 1. 1 y which is a 
prere.mi.iite tor the pna rmacc logical activity if the preparation. 
Antibody- targe ted polymer bound drugs sh:w considerably decreased 
h ep a t :■ t : :•: icity, c a r d i o t c x i c i t y , ray e 1 c t o x i c 1 1 y a nd n ep h r c t; o x r ■.: i t y . Two 
adr oamycin-;:PMA cepe Lymers are in Phase I / 1 1 clinical trials in United 
Ki i i oj do m . 

L27 ANSWER Is CF I - MEDLINE DUPLICATE 2 

9536543P Dorument Number: '-53CY138. Put Med ID: 7638262. Targeting 

,-i c 1 1 v a t: e d 1 ymp h c c y t e s w i t h pho todynami c therapy : 

susceptibility cf mi togen-stimulated splenic lymphocytes to benzoporphyrin 
derivative ;7BPD- photon ens i 1 1 zatton . Obochi M 0; Canaan A I; Jain A K; 
Pachter A M; Levy C G. (Department of Microbiology and Immunology, 
University of British Columbia, Vancouver, Canada. ; PHOTOCHEMISTRY AND 
FHGT05IOLOGY, 1^2 Jul) 62 (1) 169-75. Journal code: 0376425. ISSN: 
'"'0 31.-^6 55 . Pub. country: United States. Language: English. 
AB 5en"oporphyrin derivative rnonoacid ring A 'BPD;, a hydrophobic 
chlorin-lihe pcrphyrin derivative, which fluoresces strongly at 
690 nm, may have potential tor both oncologic and nononc Ocgic 
applications m pho tody namic therapy ( PDT ; . To study 

the influence of cellular characteristics on the uptake or BPD, the murine 
tumor cell line fPSISi, and m vitro and m vivo concanavaiin A (Con A) 
-st lmulated and unstimulated murine splenic lymphocytes were incubated 
with 1 rnicrograrns/mL BPD at 37 degrees C for 0-60 mm. At various times, 
cells were lysed and the amount of BP D taken up by ceils was quantified by 
fluorescence measurements. The subsets of cells taking up BPD were 
anal yzed using a panel of men-: clonal antibodies and the Coulter 
XL fluorescence-activated cell sorter. Furthermore, Con A - s t : mulat. e d and 
unstimulated spleen cells were incubated with O-o'i ng/mliter of BPD for 1 
h prior to exposure to red light (7.2 J/ cms). Cell survival 24 h post- PDT 
was measured by the MTT assay. We found that the rap-idly dividing tumor 
cell line and mi t ogen- ?. t imu 1 a ted murine T cells 'mainly CD4 -/ IL-2F:+ ) took 
up significantly more BPD :o-10-fold; than do unstimulated sj. lenic 
Iyn-phocyt.es. Increased BPD uptake correlated with greater 

phc t en ; ;:t.i vatici. when these cells were expose-:.] to light ^t tl wavelength 
oi c"c nn. These findings :;-„c:::eH ttat; c: vtC - i e*:2YL:: cf t.h^ immune 
system :o.y oe a target: for ph : too nactivatd. :r. : y BPD. 

L2" an sv;er . .- of sci search Copyright iouy-. : si ir 

-iniitC' Snt:: ;;et;i:i..: Yitl cL:: ■ R Number: NH02 4 . API P ; ACHES 7 2 TARGETED 

PHCTuRYNAKI TirMCP-THEPAPY. KLY/YSHCHITSKY B A (Pt-r rint) ; NEC HA EVA I S; 
PONl^IARY2\ r G Y. P.USSIAN ACAD MED SCI, INST BI CUED OHEM, P' 0GODINSP2AYA STR 
:0, PRS.YW 1 1 9 8 2 2 , RUSSIA -.Reprint); M1NIST HLTH, INST BIOTHYS, MOSCOW 
12- 182, RUSSIA. JGUPTJAL OF CONTROLLED F. EL EASE (FEB 19 94) Vc 1 . 29, No. 1-2, 
pp. 1-12. ISSN: 0168-365°. Pub. country: RUSSIA. Language: ENGLISH. 
* AB Yi RA IT IS At A I LABLE IN THE ALL AND IALL FORMATS 
Photodynnmi ^ therapy 1 ' ■ ■ 



crrnpartment into the cytosol, the affinity cf the carrier to the drug and 
the concent rati :>n of the carrier. Targeted -hemotherapy is also 
significantly influenced by the antigenic modulation and/ or 
immunoseleotion of tumor cells. The binding of dru;: ;tox:.n) t o targetable 
ihlymeno carrier ::noideiably decreases unwanted side toxicity. (C) 1 ? =■ 3 
■;] sevier Science B . 

L10 AN3WEF. 7 OF Li OAPLUS oOPYFOGHT i 0 I ?■ A:S 

1995::747:1 j::cument N o . 12 3 : 2 oc 107 ? ret a r ge t i n g met ho Js and compounds for 
m eta i geted del i. very of dianoostis and therapeutic ajents. Theodore, 
hiuii 7.; Meyer, [)a:nc n L . ; Mallett, Fcbert 7.0; Hasina, Sudhakar; Reno, 
■ T -hn M. ; A>:w: rt.hy, Donald 3.; Gus t a vs : n, Linda M. Oleorx Corp., USA}. ? 2T 
Jnt. Ar.pl. W:- 951 c . yr- Al A- 1 ohb, 1:0 pp . E'ES I GNAT 5 0 STATES : W: OA, J?; 
KV;: AT* BE, OH, OE, E»K, ES , FF;, 03, OF., IE, IT, LN , MO, Kb, FT, 3E. 
'English). CODEX: PIXYD2. AE 1 E J L I 7 AT 1 I'M : WO 1 - 9 4 - US 1 4 1 7 4 1594 1207. 
PF.IORITY : OS 1 0 9* ? ^ 1 - r 10c 1^:1107. 

AB IRrtnoao, sounds., scmpois . and bits that, relate to pretargeted delivery of 
diagnostic and therapeutic ..cents are disclosed. Examples include e.g. in 
vivo anal. :■ 1 a rad : o 1 abe 1 e d ohel a te-1: i otin oonjugate administered after 
antibody p: et.argetijo?, :dearina agent eva 1 ua t i on , tv/:<- and 
•.hre--*rei- p : -et a r ;e t i n met I, L . , ana prepn. :f cin'ugates. The 
meth-dol .* may also be ised t :■ mcrea.Ee ph or : s ens i t i z in :r agent 
1 o z a 1 i z a 1 1 " n . 



L10 ANSWER :: Of 12 CAPLUS COPYRIGHT ICC:?- AOS 

1995 : .-"94497 Document No. 125:10^714 Targeting activated 

lympho o:ytes with ph ot : olynam: o therapy: sue cert it i L i ty of 

mitogen- stimulated splenic .ymphDsyt.es to k enzc po rp hy r i n derivative (B?D) 
p-hotiftnsit ization. Ob:chi, Modes tus O. K.; Canaan, Al i oe 0.; Jain, Ashok 
K . ; Richter, Anna M. ; Levy, Sulla O. ( E>ep . Microbiology and Immunology, 
Univ. British Columbia, Van r.: uver , BO, OCT IZl, Can.). Pnotc r.hemis t r y and 
bhotobj ology, 02 I 1 ) , 75 (English) 199:. CODEN: EHOBAP. ISSN: 

0 0 3 1- 0 0. 5 5 . Publisher: American Society for E hot obi ol : gy . 
AB Benzopc rpOiyri n deriv. monoaoid ring A (BPD), a hydrophobic chlorin 

-like porphyrin deriv., which fluoresces strongly at c90 nm, may have 
potential for both ones 1 . and nononcol. applications in photodynamic 
therapy 'PD-Tj. To study the influence of cellular characteristics on the 
uptake^of BPO, the murine tumor cell line (P815), ana in vitro and in vivo 
C o n A- - s t i ::iu 1 a t e d a n d u is s t i mu 1 a t e d mu r 1 n e s p 1 e n i c 1 ymp- h o c y c e s were 
incubated with 2 . mu . g OrnL BPO at :0.oiegree. for 0-cO min. At various 
times, ::eils were lysed and the am:... of BED taken up- by the cells was 
■puantiiied by f 1 uo r:4s o:en oe measurements. The subsets of oells taking up 
BPD were analyzed using a panel of mon:o:lonai antibodies and the 
Coulee.: XL f 1 uo res c-n ::e - a sti vated sell sorter. Fur therm: re, Con 
A- stimulated and uns t imula ted spleen -ells were insulated with 0-50 ng/mL 
■■■f BED for 1 h p r i o r to exposure to red light (7.2 >J ' om2 ) . Cell survival 
;4 h pos.-"?DT w\: measured by the MOT assay. We fo and tnV the rapidly 
divLc.inof •: umor ::ell line and mitogen- stimulated T sel is (mainly 
■;D4-f IR-ORH too. up signitloantly rno.ro BPD i : - i 0 - i o . d ) tnan do 

c : -pOcv ' 1 yi apsi o o y t e o . In-ne.ised 3?L up:, ike correlated with 
■ it e.iO e; ::0.o: oma ot it va 1 1 on wnen these :elis were exposed to* light at a 

- ..:..:*:. of 6 J ~ nm. These finding, suggest ohat a s _ c h. • .; sr.Ai ol •' • • ' 
immune system may bo a targe: for phot o inactivat ion by BPD. 
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94:21c:-0'? The Genuine Article IP.) Number: NE024 . APPROACHES TO TARGETED 

FHOT< DYNAMIC TUMOR-THERAPY. KLYASHCHITSKY B A (Reprint;; NECHAEVA I S; 
PONOIY\RYC^ G V. RUS.;IAN ACAL' MED SCI, INST BIOMED CHEM, POGODINSKAYA STR 



conjugates but not for free chlermeo. Cat ionic species had a high uptake 
iti the lungs compared t :■ ani:ni: specie.5. The ph : t oimniunc c o nj uga tes show 
a:, advantage over literature » ep : its of other ph:tose;.siti:ers, which :an 
result in tumour : n : rrnai liver ratios of less than 1. 
Czpyright 2(00 Can re r research Camrai.rn. 

L27 ANSWER 8 OF 1 ? 5 r* L 3 EAF OH CO E YR : GHT _00 3 131 (R) 

i 998 : 52. 904::- The Genuine Article iR! Numb-r: 14iYF. Phc t o cy t o t : xi c action of 
EGF- PVA-5n ( IV i chlorin e ( ) ana EGF- dext r an- 5n (IV) chlorin 
e i: i : nterna 1 l zar : e c;njujates on A4 2. cells. Gijsens A; ceWitte P 
(Reprint). 1LATK01I EKE UNIV LEUt'EN, FAC LOAFHACEUT WETENSCHAr PEN, LAB 
FAFKACEUT BIOL FYT " FAF1LA2' 9L, VAN EYENSTR 4, B-3000 LOUVAIN, BELGIUM 
(Reprint); PLAT HO L I EKE UN1Y LEUVEN, FAC FAPMACEUT WETENS 2HAE" PEN , LAB 
FAFHACEUT 310L FYTOFAFHAC jL, B-3 'Go L2UVA1N, BELGIUM. INTERNATIONAL 
JOURNAL OF ONCOLOGY (LEO 19^3. OA 1 . 1 f N : . , pp. 1171 1177. Publisher: 

ii:t oournal :i;c:l7--y. c 'o profess jf l a sfandi dig , editorial :ffice, i, s 

MEFKOUP.I 3T, ATHENS IK: K , GF EEOE . ISSN: 1019-OJ39. Pin: . country: BELGIUM 
. Language: Engl is]"!. 

ABSTRACT 15 AVAILABLE MI THE ALL AND I ALL FC F HAT S * 
AB Certain tumour cells, such as s ^uancus carcinoma cells, express an 

increased number or epidermal grcw r h racier (EGF. 1 receptors. The goal of 
this study was the targeted delivery of 3 n ■' IV) chlorin e o) 

■ ;:nCec: to tumours that c "erexpres^ the EGF receptor. Therefore EGF was 
conjugated to the p hotc sensitizer through a carrier, such as dext ran (Dex) 
and p ol yvmylalcohol (PVAj . Tries- conjugates were then compared to a 
conjugate of the p h etc sens i tcizer to dextran cr FVA alone. The 
EGF-Dox-SnCeC conjugates hound specifically to the EGF receptors c-f the 
human squamous carcinoma cell line A431 in contrast to EGF- PVA- SnCe 6 . 
However, EGF-PVA-SnCeS exhibited a hiaher phot ocytotoxicity (C250, 2.8 mu 
M; than EGF- Dex-SnCe6 ■. CC c _0, CO mu M, and SnCeo (CC50, >10 mu M) . 
PVA-SnCeC had a similar phc-tocytc t o xi ci ty (CCeO, 3.5 mu M) to 
EGF-PVA-SnCeC, indicating tliat PVA, more than EGF, plays a determinant 
role m the uptake of the core ugat.es Ly A4 3L ceils. Together with the 
improved affinity c f EG F - D ex - :?■ n C e C over EGF-PVA-SnCeC for the EGF 
receptor, the former displayed a small in-creased p hotocytot oxicity over 
Dox-SnCeb, reflecting a limited EGF receptor mediated uptake effect. It 
was concluded that the p notodynami c activity ot the E G F- conjugate turns 
out to be strongly dependent c>n the carrier used. 

L27 ANSWER 9 OF 19 EM BASE COPYRIGHT 2002 ELSEVIER SCI . B.V. 
199800-7K3 EMBASE HPMA cop : 1 yme r - an 1 1 cancer drug-OV-TLIC antibody 

conjugates. II. Processing in epithelial ovarian carcinoma cells in vitro. 

Omelyanenkc V. ; Gentry C; Kcpeckoo'a P.; Kcpecek J.. J. Kopecek, Dep<t. 

Pharm. /Pharrraceut . Chemist. ry, University of Utah, Salt Lake City, UT 

8 4 112-9452, United Ctates. j indr : ch . kc-pecekOnn . cc . utah . edu . International 

Ocurnal of Cancer 75/4 ^-OO-oOEO 9 Feb .998. 

Rofo: 14. 

ISSN: .032 '- ^VOV . COREL: IOOJAV. '-. . ~ r y : United States. Language: 

Err/lisn. Summary Louguare: Er. Hi: :c 
AB The red nding, i nt.ei n ilcz :.t : o:i, =u cellular tr a: f i c.^^ng and i :i v.tro 

cy t : toxi c V: y :, t N- i S.-hy.h: .;xypc opy L ; met n acr ylam i de (HPMA; copclyrner-ant i 

■ >:. ■. : dr ic-032- I'LK antibody 0; .. u ...nr.--. : : . • • cesarean 

cnmln :;na OYCAF;- 2 cell 1 : ne have beer, investigated. Adriarnyciri (ADF.) and 
mes : chlorin eo mor. a i IK 2- -inline, ethyl ami de ) (Mce- : ) photosensi ticer 
were used as anti- cancer drugs. Targeted (Ab-c : retaining ) conjugates were 
compared with n on- Zsx r get e a HPILA c jp> ol yme rd rug conjugates and with free 
d:\igs. Targeted conjugate, were taken up rapidly by cells and detected 
wi thin ly.-.oscmes by con focal fluorescence mi cr : s copy . The ADR attached to 



n: fluorescence c:uld be detected in the cell nuclei. Binding the drugs tc 
a non-targeted H PMA copolymer decreased their cytotoxicity in vitro. The 
IC50 djse increased from 2 M for free ADR to 150 M for P ( 3FLG) -ADR iP is 
the HP MA cipolymer backcone) ani from 0.34 .mu.M for free MceO (with 
light) to _90 .mu.M f :>i P- f GG ) -MceO . However, attachment of O^-TLI 6 Abs 
rendered HLT-1A c Dp : 1. yrner - drug c ori } ugates bi orecogni zable ty -T.'.:AF:-3 cells 
and markedly increased their cytotoxi city. The ICoO doses were 4.4 and 
0.33 .mu.M for the targeted :orc.^.v:.es P ( GFLG ) - ADR-Ab :mi P G.; - Mceo-Ab 

■ with light.', respectively. 3i jre cognition was sh:wn :: o k e specific ;>y 
inhibit!, cn experiments with free A} ■ . The findings indicate the potential 
■of these c : n j u gates as effective hcents in tne treatment of jv.arian 

can ce r . 

L27 ANSWER 10 'IF .9 EM BASE COPYRIGHT 1 00 3 ELSEVIER SCI. B.V. 

96328-95 EM BASE Docum-nt Ho.: l>9c 313^95. Treatment of ovarian cancer with 
photodynamic therapy and immunococ:- '.gates in a murine 
ovarian model. Goff B.A.; blake J.; Bam};erg M.P.; Hasan T.. 

Massachusetts General Hospdtal, Wellmun Laboratories Photome di cine , 05 
Fruit street, boston, MA 01114, United States. British Journal of Cancer 
74/8 ' ll'r^-U -8 i .9^1. 

I3SM: ■■" l 0:'7-Ci9i0. CODE!:: BCCAAI . Pul. . Country: United Kingdom, hanguaue: 
En j Lis h. Suminary Language: English. 
AB In photodynamic therapy ■ PDT : , ph : tos ens i 1 1 s er s 

accumulate somewhat preferentially in malignant tissues, ph : f. oacti vatic n 
with appropriate wavelength of light releases toxic molecul.ai species 
which lead tc tumour tissue death. In order to target ovarian cancer with 
increased specificity, a chlorin-based phc t osensitiser ( 
chlorin eo monc'ethylendi amine- monoaruide) was conjugated to 00 ill' 5, 
a mono clonal antibody recognising an antigen expressed in 0 of 
non-mucincus ovarian cancers. In previous work, this immun tec n;i uga t e (IC) 
was shown to be selectively phototoxic to cancer cells from ovarian cancer 
patients ex vivo and to localise preferentially in ovai ian cancer tissue 
m vivo. In this study we report results from in vivo p hot ctcxicology and 
phctodynam: c treatment studies using this IC in a murine model for ovarian 
cancer. A comparison of single vs multiple treatments was a 1 ^ c made. For 
in vivo experimentation, Bali C nude mice were injected with 30 x 106 
MIH:OV'l'AP. 3 cancer ceils to create an ascitic tumour model. Animals were 
then given intraperitoneal injections of the immuno con j ugate [O.b mg 
kg-i). Twenty- four hours later the intraperitoneal surfaces were exposed 
to 05* : nm light from an argon-ion pumped--aye laser (50 mW, '156 nm; , using 
a cylindrical diffusing tip fibre. The overall treatment was given either 
once or multiply. He animals died from treatment complications. 
Twenty- four hours following one and three PDT treatments, the percentage 
cf triable tumour cells on the ascites cf the treated animals analysed ex 
vivo was 34 : and 5 of control tor one and three treatments respectively. 
With respect to survival, all control mice (n - 18) died between 30 and 50 
da-/:.. However, for th< ^ e treated three times !n = 13), 40 were still 
alive < : fte: 5 1 day., .:.r.d for thc::e treated tour times ( n i 5E were 

alive .iftoi 5 1 d ry. . rivalua: ..on wirh log-rank test revealed significant 
survival with intr^pe; : toneal PDT compared with controls i P : ^.tOOO.. 
These preliminary :.es\.]ts so fge.:.:t that; PDT with an DC125 .irnnonocon g uga t e 
may re an : ■■. c . ' •. therapy lor th- management of advanced ovarian o.n . - : , 
Clinical at plication ol this therar y needs to be further optimised arid may 
require multiple treatments, similar to fractionated radiator n therapy and 
cyclic chemotherapy, in order to control malignant disease with acceptable 
toxicity to normal tissue, 
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: T 9 7 7 3 t Oocument No. 13C>:14?263 Methods and com: ositi::is for treating 
'rondr.i^n of the eve. M.i.llei, Joan W.; Gragoudas, Evang-los 3.; Renno, 
I- -em 2. (Massachusetts rive and Ear Infirmary, USA" . PCT Int. Appd . WO 
■■'■'"ilC' r 8"4" AE ^Ol'HJo, -R : tp . BE2IGEATEB STATES: W: Ah, A04, AL, AM, AT, 
A2, BA, EE, E- j, BR, Ey/b2, CA, CH, CE, vR, CU, C2 , RE, RE, EM, D* 

hp., he, ;e, ie, :n 

LY, ME, MB, MR, ME 

SI, SE, 0L, TO, TM 

EG, E2, ME, PE, TO 

EE, E2, El, ER, GA 

22 , TG, TR. (English 



EE, ES 

ER, E2 

112, P2 

U2, \T. 

BO, CE 

MC, M2 



GM 
L2I 



BY 
E'E 
SN 



YM 



..EP, EE, EG, KP 

MW, MX, M2, NO 

TT, T2, US, UG 

P:W: AT, BE, BE 

GR, IE, IT, EE 

CC'DEIl : PIXXE2 



1 2 001 A. 0^. PRIORITY: US 



Viz 1 641 



EI, GB, 32, GE, GH, 
E3, EE, 2R, L3, 2T , 
PT, RO, RU, SE, SE, 

GG, CH, CI, 031, OY, 
MR, EE, E2, PT, SE, 
AF-PLICATI 3N: WO ."oE US- 
-■0002 1 v. 

tioviaed are methods unci cjmpnf. lor t.ne photodynamic 

therapy ( E ET of ::uE.r r.-ii t ion,- ra:terized Ly the presence 

r unwanted -horoidal neo'a,oilari;re, for example, ne: vas oul a r age-related 
macular defeneration. TEt odectovi: y ana sensitivity of the PET method 
oan be enhanced Ly combmrng the PET with an anti - an ;ri o genes i s factor, for 
example, ano:ost,it:n : r er;d-s tat i n , or with .:,n aj: opt ■; si s-modulat ing 
:,ct,:o. FurU.-rm : ie, the selectivity ana sensitivity of the E ET may be 
Partner enhanced 1: y o;:updino a targeting moiety to th- 
p hctosensitizer sc as to target the pnctosenoitiz-rr to choroidal 
nec vascuEa t ur e . 
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: EE/POO Document Eo . 1 2 4 : 1 2 7 8 E 2 Eendrimer-pEc tosensiti :er ccmplexes for 
'medical applications. Roder, Eeate; Kackbarth, Steffen; Wohlecke, Gisela 
iBiolitec Ac, Germany; Biolitec Inc.). PCT Int. Appl . WO 2001000704 A2 
ji-'OlfijOh, 11 pp. EESIGNATEE STATES: W: ER, CA, CN, 2P, US; P:W : AT, BE, 
CH, CY, EE, EE 1 , ES , EI, ER, GB, GP., IE, IT, EE, MC, EE, PT , SE . 
(English). CO 0 EE' : PIEEE2. APPLICATION: WO 2 0 0 0 - I B 1 i 0 0 20000/20. 
r RI OP'ETY : EE J 0 9 0 - 1 9 0 E : 0 : .-<7 10 00 0c 02. 
A method for enhanced photodynamic therapy (PET) 

treatments by applying dendrirner-photo s ens i 1 1 zer complexes to bring 
multiple pOnotosens iti zer moieties to a treatment site is provided. 

/alently ccuploa to the peripheral bonding plates 
o c r mo re suet e s s i v e cycles, 
employed. In one embodiment, the 



■nsi ti zers 



of dendrimers ^nd are being sepd. m 
Tet r apyrroles are the phc t os ens i t i ze r 
complex is als: bound to an antibody or antibody 
fragment, which aids on targeting the complex to a desirea 

treatment site. Alter application, the pnotosensitizers are released, at 
the treatment site, from the complexes by either light, chem. , or a 
ocmrined light 'chem. effe-t. Generally the pho to s ensit i ze r s develop their 
Hull photodynamic activity as free mod.s . after being released from the 
oomplex. More than one type of p.hot "■sensi to zer rm.y to bound in the 
c.anp 1-xeo . EEe.o: v. i . : aotivat Ron mv; be cone in s = :r.gle s t o-]o or with 
r-pea-ea = tej = . 



j1: : 0:9' The Genuine A:t.i ;ie ; F; j E ,m; - : : 47PPB. P-.-gy E it i ■_ n of a 
chlonnieoi polymer o.;o,!iO.: i no i -:-a.: es: vt,mc i targeting 

photosensitize!. EamElm M R; Miller- 7 E; R.i zvi I; Ortel E; Mayt.m E 
Y; Hasan T (Reprint}. Plasvachuset t. i Gen Eosp, Wellman Bans Photo.med, Eept 
b-rmatol., 5 3 Blossom :'t WEL224, Ec, ton, MA 0oll4 "SA .Reprint); 
M issachusett; Gen Hosp, Wellman Labs Phovomed, Be: t. D-rmatol, Boston, MA 
0/114 USA; Harvard Eniv, 2ch Med, Eept p.-rmatol, Boston, MA 021 15 ESA; 
Harvard Umv, Sch Med, Eept Mol EndocrmM, Boston, MA 52115 USA. CANCER 



AB Photodynamic therapy is emerging as 

modality for the treatment jf many can 
ajamst intracavity tumors :uch as die 
insufficient selectivity of the photos 
n:.'i:r:ial tissue. We repjrt -on an ap^proa: 
by exploiting differences t-tweer cell 
of a p hot ^sensitizer conjugate. Attaon; 

pegylation) to a p :> 1 ya cety 1 a te ::I cony: 
chlorin co) increased the relative ph~- 
ovarian cancer: cell line (0V;:Ar;-5) 
orof ha ge ceLl line -7774), compared 
Surprisingly, the increased phc tot. ox l : 
correlated with reduced ixy.ien oonsump 
tendency of trie c:.niu;iit..e t; aggregate 
:;.;yaer. when the ccniuqates were ilium 
containing medium, su g ges ti :a g a switch 
type II i singlet ixyrn.-n) to tyre T ( ra 
P-gylation led to mot- mi tc chon di i a 1 
fluorescence microscopy in OV-'JAR- _ 
switch in cel. L death mechanism toward 
Corn agates were injected i.r . int.: nud 
and the p>cgy bated c:n;uaate gave hughe 
tumor and hrgner t umo r : n o t mal tissue i 
which the chlorin cC ) penetrated into 
together, these results suggest that j 
photo sen si t lzer conjugate improves turo 
increase the efficacy of photodynamic 
ovarian cancer. 



a viable 

cers. A limiting factor in its use 
semmated ovarian cancer is 
ensitizer tor tumor compared with 
h to improve tumor targeting 

types and by chemical modification 
cment of polyethylene ulyocl 
gate between p>oly-l - lysi ne and 
toto x i c i t y l n v i t r o t o wa ra 
wh lie r edu c l n g i t t o wa r d a 
wi. tn the nonpegy 1 ated conjugate . 
lty of the peirylnted conjugate 
t i ■: n . E e y ] a t i o n a 1 s ■: 
and reduced the con:: 
na t e d i n s olu t. o on in 
in photochemical me'; 
itals or electron transfer), 
■j ca 1 i z a 1 1 o n as s loown 1. y co n f o ca 1 
Is, and, on illumination, produced 
apop'tosis not seen wit 

ili ce bearing i.p. y 'OAFo 
r amounts of ph : t c son;-- i t i ::er in 
ati:s and increased the depth tc 
the peritoneal wall. Taken 
egylation of a polymer- 
or- targeting and may 
therapy for 
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photodynamic therapy PIT) or. a 
in a mamma lian s u b j e c t , u s i ri q a 
Iiuht. t: a treatment site trans 

administering to the 

* a t < feted sul ->s t ance , w 
a p ho to sens: t cmg ag 

* a r get eel subs tanoe p;r 
Light at a wavelength 
; y *.: s • targeted .-. ubs t 
relatively low, hut a 
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target tissue or ccmpns . 
light source that preferably transmits 
:ut^neeusly . The methcci provides for 
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therapeutically effect ive 
:heo a tan:eted priotc: e.as: 
ys tern, or a t a r get;e:i } 
r.ively bind: o- the t, 
c r r esp-(. ncliticr that \ 

dmir.-L stored . Che 1 i gl 
high total tiience is employed t: 
■jet ovation of the targeted photosensitizing agent or targeoea prcdrug 
.■rcduct. Transcutaneous PDY is useful in the treatment cf specifically 
•elected target tissues, such as vascular endothelial tissue, the abnormal 
/ascular walls of tumors, s;0::d tumors of the head and neck, tumors of the 
gastrointestinal tract, tumors of the liver, tumors cf the breast, tumors 
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tum-.r cells is not always sufficient for FDT t o be efficient. In recent 
years targeted PPT { TPDT ) has been developed m attempts to improve PS 
selective" Lccatizn in tumors by me-ms of rinding PSs to targeting 
(address) molecules such as antibodies (Abs ) , lectins, horm:nes, 
etc. In using TPDT, a nev; selectivity factor is added: high affinity of 
the targeting molecule f :. r t.he respective tumor-associated 
antigen or recept:r. This review d^-als with modern approaches to 
instructing targeted PSs (TFf-s) a- well as with the mechanism, prospects 
and limitations :f TFDT application in tne treatment :f tum:r:s. 

L27 ANSWER 14 Or 1 ^ MEDLINE 

931 88 049 [ocument h'umler: 9?. 6804?. PubMed ID: 8445*572 . 

Photodynamic therapy in oncology: mechanisms and 

clinical use. Pass H I. ■. Thoracis oncolouy Section, NO I /NTH, bethesda, MD 
00892. ) JOURIfAL OF THE NATIONAL OOMLOER INSTITUTE, (I99i Mat 17) 85 (6) 
44:G-A> : . Ref: 014. Journal c cie : 7" ;30:^. ISSN: 0007-8874. E'ub . country: 
Ohoit^i States. Language: English. 
AB In photodynamic therapy E'DT ■ , a sensitizer, light, 

and o:-:yaen are used to cause pho t : .Tiemi oal ly induced cell death. Tne 
mechanism ■: f cytotoxicity inv:lves generation of singlet oxygen and .other 
free radicals when the 1 i ght - exc i : e :i sensitizer 1 :»ses or accepts an 
electron. AlthougOn selective retention of sensitizer by malignant tissue 
is seen in viv:, the mechanisms for this sensitizer targeting 
remain unclear. The tl rs r. - aenera t i on sensitizers are porphyrin based and 
vary in 1 ipophilicity and hydr oph i i ic i ty . Targeting of. the 
vasculature seems to be a p r :minent. feature of the cytotoxic effect of 
these sensitizers in vivo, v/ich resulting necrosis. Treatment depth varies 
with the wavelength of 1 1 ght that activates the sensitizer used, and the 
second-generation sensitizer; are activated at longer wavelengths, 
allowma for a 30? increase in treatment depths. The selectivity of 
targeting ran be increased when th^ sensitizer is delivered with 
the use of liposomes or m: nocl onal antibodies specific for turner 
antigens. Studies have demonstrated direct effects of EDT on immune 
effector cells, specifically those with lineage from macrophages or ether 
monocytes. Clinically, this therapy has been chiefly used for ralliation 
of endobronchial and esophageal obstruction, as well as for treatment of 
bladder carcinomas, skin malignancies, and brain tumors. The future of ?DT 
rests in defining its use either as an intraoperative adjuvant to marginal 
surgical procedures or as a primary treatment for superficial 
malignancies. Phase III trials in esophageal cancer and lung cancer are in 
progress and will help in evaluation of whether Photcfrin II, the most 
widely used sensitizer, can be added to the oncologic armamentarium, 
pending approval from tne U.S. Fo:d and Drug Administration. 

L27 ANSWER 15 0 F .0 SCI SEARCH COPYRIGHT 2;-;? 151 (R) DUPLICATE 3 
93:13-17- The Genttine Ar tide ■ F". i Number: KP030. P K C 1 T O E' RC E E RT I E 3 OF A 

I 'ESOGTiRORIN E6-K- [2- HYLRO'XY^ FjOPYL) I1ETHACRYLAMI DE COPOLYMER 00)11 JUGATE . 
SPIKES J J (Reprint) ; KRINICK IJ L ; KOPECSK J. YK IV UTAH, SEPT BIOL, SALT 
00, K J VTY, Lt/ =4 1.12 iRerritti; YNIV YTAH, LEFT B 1 1 0EIJGL , SALT LAKE CITY , 
ST, : 1 1 0 ; CUR r UTAH, DERI' : rOCFOCY 0 Ed T , SALT LAKE CITY, UT, 8U12. JOURNAL 
OF PH'2 TOCHEMI SCRY AIRS PHOTOEI 0'LO 0Y A- 0'HEMI 3 TRY (1: BEE 10^3; Vol. 7 0 , No. 
0 , }:>]:■. icS-17 -J. ISSM: i. 1 v i 0 . Eu;;. country: USA. Language : ENGLISH. 
'ABSTRACT IS AOAILARLE IK THE ALL AND IALL FORMATS* 
AB In the photodynamic therapy 'PPT) ■: f tumors, 

;mpriv;ed efficiency of chotosensitizer delivery to turner cells and tumors 
:.an s ometimes be obtainea by binding them t c monoclonal antibodies 
or other proteins, parti :ulate materials, arid certain types of synthetic 
water soluble polymers. Synthetic polymers are of particular interest as 



alters their spectral and phrlcsensitizmg properties. This paper 
describes the effects cf covalently banding the ph: tosensitizer , 
mes: chlorin eo mc n rethylene .li ana ne {'.'Mi, to a model X-(2- 
hycir onyp r opyl ) metha crylami do HPMA) :or olymer ■: n its spectral, 
ph: t --'physical, ph ot osensit i zin ? ,oid p h : t 0;: i each i rig properties in aquecus 
:;:hti:L. binding had little effect :. n the spectrum cr triplet lifetime of 
CM, rut significantly decrease:: tne r im: 1 ecu 1j r quenching constant of 
::-;y:i-n tor the chlorin triplet. Hindi::? als-: reduced the quantum 
yield :i singlet. :xy?en production by illuminated CM from C.73 to 0.25. 
t h : t. : - :xi dati on e f r L ci en-cie;-. izr ruriuryl alc:h;l ano certain 1 1 zmolecules 
were also decreased. Addition of a cat ionic detergent to th- CK-HPMA 
copolymer increased the yieio : f sirolet oxyg-n prcauction and the 
photosensitizing efficiency up to the levels cf the free sensitizer. 
Binding CM tc the HPMA copol yrr.er s ; gni f i can t ly increased its resistance to 
p h: t. :hlea ohing . 

L27 A1I2V;EF 16 jF 1° ooICEAPCH CC ?YP TCHT 2 0 0 3 131 ( F ) DUPLICATE 4 
93:38.0.4-: The Genuine Article ;P} dumber: LG874. TAPGETAELE PHOT cACTI VATABLE 
PR"';.: INVITFC EFFICACY IF F CTVMEF- EC UNO CHLORIN - Eo TOVJAi- E- 

HUMAK HEPATOCAPCI1ICMA CELL-LIKE : P h A ' 1 F F/ r o ; TAFGETE1' WITH G A LAC T C S AM I N E 
AIJF 71 MM.JCE 3FLEH JCYTES TAPCETEF' lv I r 2H ANT I -THY 1.2 ANTIBODIES . 
FIHC7A r oeprinto KF1NICK M L; KjPECEK -.1 . CZ ECHOSLOVAK ACAD SCI , INST 
MICPObloL, C3-I4220 PFAGUE 4, CZECHOSLOVAKIA ipeprint); CNIY UTAH, DEPT 
BICEIIGN, oALT LAKE CITY, NT , 8 4 11 1' ; UKIY UTAH, DEPT FHAPMACEUT & 
PHAFMACEUT CHEM, SALT LAKE CITY , UT, 84112. JCUFNAL OF CtNTF OLLED RELEASE 
(27 MAY Vol. 25, No. .-2, p.p. 71-87. ISSN: 0168-3659. Pub. country: 

CZECHOSLOVAKIA; USA . Language: ENGLISH . 
* ABS TFACT IS AVAILABLE IN THE ALL A:;D IALL FORMATS* 
AB Chlorin e6 and HPF1A copol ymer- \. c unci chlorin et were 

compared with chlorin e6 polymer cenjugates containing 
galact osamme cr anti-Thy 1.2 antibody as targeting 

moieties. Galactosarmme reccgn 1 zee asialoglyccprotem receptors on the 
human hepatocarcincma cell line PLC/FFF/5 and the anti-Thy ..2 
antibody interacts with Thy 1.2 alloanti gens on mouse splenic T 
cells. The efficiency of p>hc 1 0 olynami c injury as a function : f incubation 
time and temperature, and irradiation time was studied. 

Two-day-old cultures of ELC/PFF/o cell line were most sensitive to HPMA 
copolymer bound chlorin e<5 ''targeted cr: nontargeted) , whereas no 
differences were d:servel when free drug was tested on 1-, 2-or 3-day-old 
cultures. Eiark toxicity of the free drug was observed at concentrations as 
low as 2 >: 10 (-6) M. Dark tonicity decreased when chlorin e* : was 
round to HPMA copolymers, especially to conjugates containing 
targeting moieties. 

The effect cf Incubation time was seen only in the hepatocarcincma cell 
culture. For ;aUct;osami ne - targeted HPMA copolymer bound chlorin 
eo, 2-3 h were necessary too induce a pronounced killing effect:. For 
an: 1 -Thy 1.2 carpeted p : .1 ym-r r i c :iu: ool d lor free chlorin e- , 1 
h 0:: ozonation ' : t . :: .0 : : 000 t: 1 -co: t:ne rce?.L Is witn a pno* o lytic dose of 
chlorin e 6 . Dep endence on tne * irre C 1 r radi :tt i on was obs ei"e d in 
booi ' i : : • • o • a co.n i o; a t es . A.-.- :.:c! >i irooiiOLori in iuced only limited 
p:\ 0:: .'ly.-; is , wner-a.: 7 .0 h o i 1 : r a ai 1 t 1 on was ne cess a r y tor . u:cstantial 
p:. ' .. .;yn 0 i:y oy. • 00 : io . 0. . . a-.- on,:: 1 ; : . c[ :el 000. ed :c free 
dru7 was similar Per irradiation feriids :f 1-7.5 h. In accordance with 
the mechanism of cellular uptake of polymeric c:rijuga:es by 
receptor mediated enic cytoso, the cenjujatec were less p>not o dynami cal ly 
a ouo-o when incubated with ceil cultures at a i : wer ' 4 -degrees-C 1 
t - : -mpe t at ire . Ucntargeted polymeric chlorin ec was always 
coasiaeidblv less phototoxio 



concentrations of the ph^t sensitizer do n::t destroy ( des 1 nt eg r a t e j the 
target cells, b.it their :u:\j:::n and.- r pr .di ferati :n may be impaired. 

Binding :f antibodies via ::a rb :»hy dra te nineties in the Fc 
p:rti:n of the anti-Thy i . 2 rr t jlecJ.e m::re.u:e5 the p,h : t c :ie s t r u c 1 1 ve 
cat -i-ty of the antibody targeted p>h t os en-; i t .1 ze r , when compared 
t :■ =.~n: igEites wnere the antibody vjc-s b:;and via N(-pi;i.l :nvaru:n:; 
□ roup--' of lysine residues A z oncen 1 1 a 1. 1 :.n of 1 X 10 ( - 7 ) M of 
chlorm eo :n tne frrmer zon;u irate kills 4.'-, and a c : n cent i a t i :=n 
: g 1 LQ.-A) M 30- :> f tar?er.. T cells v;ni Le the latter c:iny^ate and free 
dra? .ne : n, t f e :: 1 1 ve Ht the :,h:ve mentioned con cent r a :. l ons . 

The results obta i ne d irorn these tv/o in vitro models a 1. 1 owe d as to 
scruple tne p»h o:. :dyn ami c effe_:t of thr;iete:i HPMA oopodymer ;: :cni 
chlorin eo :n a hep a t oca r c i n orua cell line 'model of anticancer, 
treatment, .nd on n: rnihl lympd.ccyc.es ::no del of iirmvanos up p>r = iorJ . 

L27 ANSWER 17 j!;' 1 - CAr LtV Z jPYRI AdT 2 : 0 :■ ACS 

1992:1 9Avsl Rocument M : . 1 1 <i : 1 902 8 1 T ai getabl e ph o t c a ct i va t aid e drugs. 

Rincva, &.; Ktirnd:, N. 0.; RcpeceK, 7. I:-:.. Microbi:l., Ozecn. Acad. 
=: ::i . , E'rar-e, -72-142 1 t , Czech. ) . diurnal of Material- Science: 
Materials " in Medi cine, 2 4), .. : =r - -b 'Englisn) .951. 79LEX: CSMRIEL. ISSN 

O C, -? _ ^ C ^ f ; 

AB Tne pnoto:;y:.ani.n: activity of p n ot. osens i :. l ze r chlorin e>: and its 

targeted or nont a r ge t ea polymeric uer.ivs. v;ere evaluate:; on the human 

hep at : care i noma eel 1 1 i ne PLC E AF ■ : i targeting s t. r act u i e was 

gal act OS amine.- or : n mouse T splenocytes (targeting structures 

were anti Thy 1.2 antibodies). It was fecund that the targeted 

conjugate is up- to hundred times more phototomc than its nontarge t ed 

c o un t e r p ait. 1- h : t ; d y n a mi c a::i vi t y c f p o 1 yme r l c chl or i n e »: 

tarueted with ATS -A (randomly hound antibody) was detected up t: 

thecenm. of 1 .times. b-6M {■> .>'. r .mu.g drug/ml.) , while phc t odynamic 

artivity of polymeric chlorin eo 'arge:e:l with ATS-C (:rient.ed 

tindinq : f antibody via their Fc part) was detected up to the 

c:ncn. of 1 .times. 10-311 (0.2005 .mu.g drug/mLi. The final p h : t odynami c 

effect was dependent on the :. rme and temp-, of incubation and :n the time 

cf irradn. 

L27 ansv;er 13 of 19 so i search ivpvright coos isi (Rj 

91:41701- The Genuine Article (K. :;ui:irer: TVAcl. TAFFETAS IS E He TC ACT I VAT ABLE 
POLYMERIC DFVG7. KSPECEP; J F.epr.tnt ) ; F.IHCYA B; KRIKIOh N L. UNIV UTAH , 
CCCI , 421 WAKAFA WAY, SGI TE 5 18, SALT PARE CITY, NT, C 4 1 C £ (Reprint). 
JjURNAL CF C9NTF;CLLE:> RELISH ( 1 9 ."hi ) tel. : , Ho. 1-2, pp. 127-143. Pub. 
c o u r. t r y : U S A . L a n g u a ge: EN G L 1 S H . 

VR&STFACT IS AVAILABLE IN THE ALL AND I ALL FOF14ATS * 
AB The design cf targetable polymeric phc to acti vat aid e drugs kased on 

N- ( 2- bydroxypropyl ) methacrylami'.ce (HE'MA) ccp:lymers is described. Two 
types of conjugates have been synthesized: (a) H E MA copolymer- 
q il a c + os ami ne-chlorin e-: 'i'-cni eg ; t--s ; and ' b HPKA 
c ; .pi .; 1 yrner - an 1 1 -Thy ..2 antibody chlorin e> : :>n ;ug.-:tes. 
T:\e.ir c dyn • etivre* Was evalcatic .in vitr:. 7'n-- o::nvj-::ate 

;•::];.:,;., n 1 na ■p-lic" :;s iii'iine -s tne targeting y was *" -;r t ec: ;:-n a 

a-i.;!: g Vv'spLc: n -«_-rpt r . It T '.a:; ::n,.wn tnat t.ht.-r t a ;g-tab^e ciiuiit: 
w^s riKie act. ive _n vitro- when c imp: a red wizli an HPMA c;:pol yiner- 
chlorin e0 conjuijate. The pho to dynamo c act.ovity of two HPMA 
c opclymer-an t.i -Thy 1.2 antibody-chlorin eO conjugates 

was evaluated towards mouse splenocytc- in vitro. They differ in the 
method cf antibody bcndinc. n- ccnt f: :nea anti-Thy :.2 
antibodies hound via IJ-epsilon-amino groups, of lysine residues, 
* - ■ ^ * : J - . ■ ■ ant i bod i e s ' 
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antibodies bound via carbohydrate groups was the most active both 
in its photo dynamic effect on the viability of spler.ccytes and the 
suppression o f the primary antibody response of mouse 
splemcytes towards sheep red blood sells in vitro. 

ANSWER 19 OF 1^ 31CSI3 COPYRIGHT 2d':. 31 0L0 :;i ::AL ABSTRACTS INC. 
:27o00:; Document Mo. : 3A8 -3 : ..7 1 32 . PHOTOD YNAMI C THERAPY 
OE TdMdRS AJ.'D OTHER DISEASE.:' US-INS PORPHYRINS. SPIKES J D; SORI G. DIP. DI 
BIOL., UMTS. DESLI STUDI DI PADjVA, VIA LOREE'AH 10, 1-5131 PADOVA, ITALY.. 
LASERS MED ?d, (1-87) 2 (]-, 4-1::. DOT) EN : LM3CEZ . Language: English. 
Photodynamic therapy (PDT) with porphyrins and red 

light ic2-:-6:.Q nm) is finding ]v:re,ar.g clinical application for both the 

tively small :.m:«L5 and one palliation of inoperable 
■ urs. PDT 51 L s r- ih :■'✓.*£ s :>nie pronu.se for the sterilization 
fter surqi.oal removal of neoplasmi c masses. Several 
n found "o be a c :umul a t e d and retained by tumour 
tissues; however, a chemi oa 0 1 y p rep a t ed derivative of naemat ^porphyrin, 
termed Hp J , ami a purified form of HpD, termed DHE i dihaerna : op orphy r in 
ether : r ester), are most frequently used in clinical practise owing to 
their optimal tumour-local i zin or properties and low systemic toxicity in 
the dark. The efficiency :f HpO'DHS photoactivation by red light is very 
low, since their extinction coefficient at wavelengths above 600 nm is 
helow 103 M- 1 cm- 1 . Therefore, a large number of investigations are being 
performed in order to imp r eve the effioaoy of PDT . One approach involves 
the use of porphyrin analogs (e.g., chlorins, phthalocyunines J 
which retain a nigh affinity f ■: r tumours and possess intense absorption 
bands in the red spectral region. Korecver, the selectivity of tumour 
targeting car. te enhanced h y transport of the photosensitizing 
drug with some types of lipoproteins or monoclonal antibodies. 
These developments are of interest also in view of the proposed extension 
■: f PDT to the treatment of other diseases, including viral and microbial 
infections, atheroma and psoriasis. 
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